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A method of treating inflammatory diseases of the airways 
or intestines which comprises administering substances 
selected from the group consisting of: 

(a) quinazolines of general formula 



00 



C (CH^Xi — D, 



wherein A, B, C, D, X, R a , R b , R c and n are as defined herein, 
(b) the compounds 

(1) 4^(3-chloro^fluorophenyl)ammo]-6{(4^1im- 
emylammoK:yclohexyl)ammo]-pyrimido[5,4-d]py- 
rimidioe, 

(2) 4-[(R)-(l-phenylethyl)amino]-6-(4-hydroxyphe- 
nyl)-7H-pyrrolo[2^^]pyrimidine, and 

(3) 4-{[3-chloro-4-(3-fluoro-4-benzyIoxy)-phenyl] 
ammo}-6^5-{[(2-memanesulphonyI-ethyl)amino] 
methyl}-furan-2-yI)quinazoline or 

(d) the antibodies Cetuximab C225, Trastuzumab, ABX- 
EGF and Mab ICR-62, and 

(f) EGFR-antisense. 
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Figure 1: 



Inhibition of smoke-induced accumulation of 
neutrophilic granulocytes 
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Figure 2: 



Inhibition of zymogen-induced influx of neutrophils 
in the mouse ear 
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USE OF TYROSINE KINASE INHIBITORS FOR 
THE TREATMENT OF INFLAMMATORY 
PROCESSES 

DESCRIPTION OF THE INVENTION 

[0001] The present invention relates to the use of quinazo- 
lines of general formula 

CO 




[0002] wherein A, B, C, D, X, R a , R b , R c and n are defined 
below, or 

[0003] the compounds 

[0004] (1) 4^(3-chloro-4-fluorophenyl)amino]-6-[(4- 
dmiemylammo^clohexyl)amino]-pyrimido [5,4-d] 
pyrirnidine, 

[0005] (2) 4^(RHl-phenylethyl)amino]-6-(4-hydrox- 
yphenyl)-7H-pyrrolo[2,3-d]pyrimidine, 

[0006] (3) 4-{[3-chioro-4-(3-fluoro-4-benzyloxy)-phe- 
nyl]amino } -6-(5-{[(2-methanesulphonyl-ethyl)amino] 
methyl} -fur an-2-yl)quinazo line or 

[0007] the antibody Cetuximab C225, Trastuzumab, ABX- 
EGF, Mab ICR-62 or EGFR-antisense, 

[0008] the tautomers, stereoisomers and salts thereof, par- 
ticularly the physiologically acceptable salts thereof with 
inorganic or organic acids or bases, for preparing a phar- 
maceutical composition for the prevention and treatment of 

[0009] diseases of the airways or lungs which are accom- 
panied by increased or altered production of mucus, such as 
e.g. inflammatory diseases of the airways such as acute 
bronchitis, chronic bronchitis, chronic obstructive bronchitis 
(COPD), asthma, bronchiectasis, allergic or non-allergic 
rhinitis or sinusitis, cystic fibrosis, al-anti trypsin deficiency, 
coughs, lung emphysema, pulmonary fibrosis or hyperreac- 
tive airways. 

[0010] Moreover, the compounds are also suitable for the 
treatment of inflammatory diseases of the gastro-intestinal 
tract or bile duct or gall bladder which are accompanied by 
impaired tyrosine kinase function, such as may be found for 
example in acute or chronic inflammatory changes such as 
cholecystitis, Crohn's disease, ulcerative colitis, ulcers or 
polyposis in the gastro-intestinal tract or such as occur in 
diseases of the gastro-intestinal tract which are associated 
with increased secretion, such as Menetrier's disease, secret- 
ing adenomas or protein loss syndrome, 

[0011] and also for the treatment of inflammatory diseases 
of the joints, such as rheumatoid arthritis, inflammatory 
diseases of the skin and the eyes, inflammatory pseudopol- 
yps, in colitis cystica profunda or in pneumatosis cystoides 
intestinalis. 



[0012] Preferred fields of application are inflammatory 
diseases of the respiratory tract or bowel, such as chronic 
bronchitis (COPD), chronic sinusitis, asthma, Crohn's dis- 
ease, ulcerative colitis or polyposis of the intestines. 

[0013] Particularly preferred fields of application are 
inflammatory diseases of the airways or lungs such as 
chronic bronchitis (COPD) or asthma. 

[0014] In the above general formula (0 

[0015] X denotes a nitrogen atom or a carbon atom 
substituted by a cyano group, 

[0016] R a denotes a hydrogen atom or a C^-alkyl 
group, 

[0017] R b denotes a phenyl, benzyl or 1-phenylethyl 
group, wherein the phenyl nucleus may be substituted 
in each case by the groups R 1 and R 2 , while 

[0018] R 1 and R 2 , which may be identical or differ- 
ent, in each case denote a hydrogen, fluorine, chlo- 
rine, bromine or iodine atom, 

[0019] a C^-alkyl, hydroxy, C^-alkoxy, C^-cy- 
cloalkyl, Q^-cycloalkoxy, C^-alkenyl or C^ r 
alkynyl group, 

[0020] an aryl, aryloxy, arylmethyl or arylmethoxy 
group, 

[0021] a G^-alkenyloxy or G^-alkynyloxy group, 
while the multiple bond is isolated from the oxygen 
atom, 

[0022] a C^-alkylsulphenyl, C^-alkylsulpbinyl, 
Cj^-alkylsulphonyl, C 1 _ 4 -alkylsulphonyl-oxy, trif- 
luoromethylsulphenyl, ti^uoromethylsulphinyl or 
trifluoromethylsulphonyl group, 

[0023] a methyl or methoxy group substituted by 1 to 
3 fluorine atoms, 

[0024] an ethyl or ethoxy group substituted by 1 to 5 
fluorine atoms, 

[0025] a cyano or nitro group or an amino group 
optionally substituted by one or two C a ^-alkyl 
groups, while the substitucnts may be identical or 
different, 

[0026] A denotes an oxygen atom or an imino group 
optionally substituted by a C^-alkyl group, 

[0027] B denotes a bond, a carbonyl or sulphonyl group, 

[0028] C denotes a methylene, ethylene or ethenylene 
group, 

[0029] n denotes one of the numbers 0 or 1, 

[0030] D denotes an amino, C^-aJkylamino, C^-cy- 
cloalkylamino or di^C^-alkyl^amino or di-(C3_ 5 -cy- 
cloalkyl)-arnino group wherein the alkyl and cycloalkyl 
moieties may be identical or different, 

[0031] a C^ 4 - alkyl amino group wherein the alkyl moi- 
ety is substituted in the p, y or 6 position to the nitrogen 
atom of the amino group by the group R 3 , while 

[0032] R 3 denotes a hydroxy, C^-alkoxy, C^- 
alkoxycarbonyl, amino, C^-alkylamino or di^Q. 
4-alkyl)-amino group, 
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[0033] a 4- to 7-membered alkyleneimino group 
optionally substituted by one or two methyl groups 
or 

[0034] a 6- to 7-membered alkyleoeimino group 
optionally substituted by one or two methyl groups 
wherein in each case a methylene group in the 4 
position is replaced by an oxygen or sulphur atom, 
by a sulphinyl, sulphonyl, imino or N^C^-alkyl)- 
imino group, 

[0035] an N — (C^-alkyl)— N — (C^-alkyl)- amino 
group wherein the alkyl moieties in the p, y or 6 
position to the nitrogen atom of the amino group may 
optionally be substituted by the group R 3 , where R 3 is 
as hereinbefore defined, 

[0036] a di-(C2^-alkyl)-amino group wherein the two 
C^-alkyl moieties in each case are substituted in the p, 
Y or 5 position to the nitrogen atom of the amino group 
by the group R 3 , while the substituents may be identical 
or different and R 3 is as hereinbefore defined, 

[0037] a C3_ 7 -cycloalkylamino or C 3 . 7 -cycloalkyl-C 1 . 3 - 
alkylamino group, wherein in each case the nitrogen 
atom may be substituted by a further C^-alkyl group, 

[0038] an amino or C^-alkyiamino group, wherein in 
each case the nitrogen atom is substituted by a tetrahy- 
drofuran-3-yl, tetrahydropyran-3-yl, tetrahydropyran- 
4-yl, tetrahydrofuranylmethyl, l-(tetrahydrofuran-3- 
yl)-piperidin-4-yl, l-(tetrahydropyran-3-yi)-prperidin- 
4-yl, l-(tetrahydrc^yran-4-yl)-pip€ridin-4-yl, 
3-pyrrolidinyl, 3-piperidinyl, 4-piperidinyl, 3-hexahy- 
dro-azepiny I or 4-hexahydro-azepinyl group optionally 
substituted by 1 to 3 C^-alkyl groups, 

[0039] a 4- to 7-membered alkyleneimino group option- 
ally substituted by 1 to 4 C^-alkyl groups which may 
be substituted by the group R 3 either at a cyclic carbon 
atom or at one of the alkyl groups, while R 3 is as 
hereinbefore defined, 

[0040] a piperidino group substituted by a tetrahydro- 
furanyl, tetrahydropyranyl or tetrahydrofuranylmethyl 
group, 

[0041] a 6- to 7-membered alkyleneimino group option- 
ally substituted by 1 or 2 C^-alkyl groups wherein in 
each case a methylene group in the 4 position is 
replaced by an oxygen or sulphur atom, by an imino 
group substituted by the group R 4 , by a sulphinyl or 
sulphonyl group, while 

[0042] R 4 denotes a hydrogen atom, a C^-alkyl, 
2-methoxy-ethyl, 3-methoxy-propyl, C^-cy- 
cloalkyl, C 3 _ 7 -cycIoalkyl-C 1 ^-alkyl, tetrahydrofu- 
ran-3-yl, tetrahydropyran-3-yl, tetrahydropyran-4- 
yl, tetrahydrofuranylmethyl, formyl, C^- 
alkylcarbonyl, C^-alkylsulphonyl, aminocarbonyl, 
Cj^-alkylaminocarbonyl or di^C^-alkyl)- ami- 
nocarbonyl group, 

[0043] a morpholino or 2-oxo-morpholin-4-yl group 
which may be substituted by a methyl, ethyl or C lm3 - 
alkoxymethyl group, 

[0044] an imidazolyl group optionally substituted by 1 
to 3 methyl groups, 



[0045] a C 5 _ 7 -cycloaJkyl group wherein a methylene 
group is replaced by an oxygen or sulphur atom, by an 
imino group substituted by the group R 4 , by a sulphinyl 
or sulphonyl group, while R 4 is as hereinbefore defined, 

[0046] a hydroxy or C^-alkoxy group, or also 

[0047] a hydrogen atom, if n is the number 0, and 

[0048] R c denotes a hydrogen atom, a C^-alkoxy-Ci. 
4-alkoxy, C^-alkoxy, C^-cycloalkoxy or C^-cy- 
cloalkyl-C^-alkoxy group, wherein the cycloalkyl 
moiety may be substituted in each case by a C^-alkyl, 
hydroxy, C^-alkoxy, amino, C 1-d -alkylamino, di^C^ 
4-alkyl)- amino, pyrrolidino, piperidino, morpholino, 
piperazino, N^C^-alkyty-piperazino, hydro xy-C a _ 2 - 
alkyl, C 4 -alkoxy-Cj_ 2 -alkyl, amino-Cj_ 2 -alkyl, C,^- 
alkylamino-Cj. 2 -aJkyl, di-{C 1 ^-alkyl)-amino-Cj _ 2 - 
alkyl, pyrrolidino-Cj^-alkyl, piperidino-C^-alkyl, 
morpholino-C 1 _ 2 -alkyl, piperazino-C^-alkyl or 
N^Cj.j-alkyl^piperazino-Cj _ 2 -alky 1 group, while the 
abovementioned monosubstituted cycloalkyl moieties 
may additionally be substituted by a C^-alkyl group, 
or 

[0049] a 3-pyrrolidinyloxy, 2-pyrrolidinyl-Cj ^-alky- 
loxy, 3-pyrrotidinyl-C 1 _ 4 -aIkyloxy, 3-piperidinyloxy, 
4-piperidinyloxy, 2-piperidinyl-Cj^-aIkyloxy, 3-pip- 
eridinyl-C^-alkyloxy, 4-piperidinyl-Cj^-aIkyloxy, 

3- hexahydro-azepinyloxy, 4-hexahydro-azepinyloxy, 
2-hexahydro-azepinyl-C^-alkyloxy, 3-hexahydro- 
azepinyl-Cj^-alkyloxy or 4-hexahy6Vo-azepinyl-C 1 _ 4 - 
alkyloxy group, wherein in each case the cyclic nitro- 
gen atom is substituted by the group R 4 , where R 4 is as 
hereinbefore defined, 

[0050] a piperazino or homopiperazino group substi- 
tuted in the 4 position by an R^C^-alkyl, R 6 — CO, 
R 6 — C^-alkylene-CO, (R s NR 7 )-C 1 _ 4 -alkylene-C0, 
R 7 Q— C^-alkylene-CO R 7 S— C^-alkylene-CO, 
R 7 SO— C^-alkylene-CO or R^O^C^-alkylene-CO 
group, wherein 

[0051] R 5 denotes a hydrogen atom or a C^-alkyl 
group, 

[0052] R 6 denotes a 2-oxo-tetrahydrofuranyl, 2-oxo- 
tetrahydropyranyl, 2-oxo-l,4-dioxanyl or 2-oxo-4- 
(C^-alkyty-morpholinyl group optionally substi- 
tuted by one or two C^-alkyl groups and 

[0053] R 7 denotes a 2-oxo-tetrahydrofuran-3-yl, 

2- oxo-tetrahydrofiiran-4-yl, 2-oxo-tetrahydropyran- 

3- yl, 2-oxo-tetrahydropyran-4-yl or 2-oxo-tetrahy- 
dropyran-5-yl group optionally substituted by one or 
two Cj.j-alkyl groups, 

[0054] a morpholino -C^-alkoxy or 2-oxo-morpholin- 

4- yl-C 1 . 6 -alkoxy group which may be substituted by 1 
or 2 methyl or ethyl groups, or 

[0055] a tetrahydrofuran-3-yloxy, tetrahydropyran-3- 
yloxy, tetrahydropyran-4-yloxy, tetrahydrofuranyl- 
methoxy or tetrahydropyranylmethoxy group. 

[0056] By the aryl moieties mentioned in the definition of 
the abovementioned groups is meant a phenyl group, which 
may in each case be monosubstituted by R 8 , mono-, di- or 
trisubstituted by R 9 or monosubstituted by R 8 and addition- 
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ally mono- or disubstituted by R 9 , while the substituents 
may be identical or different, while 

[0057] R 8 denotes a cyano, carboxy, C^-alkoxycar- 
bonyl, aminocarbonyl, C^-alkyl-aminocarbonyl, 
di^C^-alkyty-aminocarbonyl, C^-alkylsulphenyl, 
Ci^-alkylsulphinyl, C^-alkylsulpbonyl, hydroxy, 
Cj^-alkylsulphonyloxy, trifluoromethyloxy, nitro, 
amino, C^-alkylamino, di^C^-alkyl^amino, 
Cj^-alkylcaibonylamino, N^C^-alkyl^Cj^-alkyl- 
carbonylamino, C 1-4 -alkylsulphonylamino, N — (Cj_ 
4-alkyl)-C 1-4 -aIkyIsulphonylamino, aminosulpho- 
nyl, C 3 _4-alkylaminosulpbonyl or di-^C^-alkyl)- 
aminosulphonyl group or a carbonyl group which is 
substituted by a 5- to 7-membered alkyleneimino 
group, while in the abovementioned 6- to 7-mem- 
bered alkyleneimino groups in each case a methylene 
group in the 4 position may be replaced by an oxygen 
or sulphur atom, by a sulphinyl, sulphonyl, imino or 
N^G^-alkylJ-imino group, and 

[0058] R 9 denotes a fluorine, chlorine, bromine or 
iodine atom, a C^-alkyl, trifluorometbyl or C^- 
alkoxy group. 

[0059] A preferred object of the invention is the use of the 
compounds of general formula (I) wherein 

[0060] X denotes a nitrogen atom or a carbon atom 
substituted by a cyano group, 

[0061] R a denotes a hydrogen atom or a C^-alkyl 
group, 

[0062] R b denotes a phenyl, benzyl or 1-phenylethyl 
group, wherein the phenyl nucleus may be substituted 
in each case by the groups R 1 and R 2 , while 

[0063] R 1 and R 2 , which may be identical or differ- 
ent, in each case denote a hydrogen, fluorine, chlo- 
rine or bromine atom, 

[0064] a C^-alkyl, hydroxy, C^-alkoxy, C^-cy- 
cloalkyl, Q^-cycloalkoxy, C^-alkenyl or C^- 
alkynyl group, 

[0065] a methyl, trifluoromethyl or methoxy group, 

[0066] A denotes an oxygen atom or an imino group 
optionally substituted by a C^-alkyl group, 

[0067] B denotes a bond or a carbonyl group, 

[0068] C denotes a methylene, ethylene or ethenylene 
group, 

[0069] n denotes one of the numbers 0 or 1, 

[0070] D denotes a di^C^-alkyl^amino group 
wherein the alkyl moieties may be identical or different, 

[0071] an N — (C ,_ 4 -alkyl)— N — (C^-alkyl)- amino 
group wherein the alkyl moieties in the (J, y or b 
position to the nitrogen atom of the amino group may 
optionally be substituted by the group R 3 , while 

[0072] R 3 denotes a hydroxy, C^-alkoxy, C JO - 
alkoxycarbonyl, amino, C^-alkylamino or di-(Ci_ 
4-alkyl)-amino group, 

[0073] a pyrrolidino, piperidino or morpholino 
group, 



[0074] a di-(C^-alkyl)-amino group wherein the two 
-alkyl moieties are substituted in each case in the p, 
y or 6 position to the nitrogen atom of the amino group 
by the group R 3 , while the substituents may be identical 
or different and R 3 is as hereinbefore defined, 

[0075] a G^-cycIoalkylamino or C 3 . 5 -cycloalkyl-C 1 _ 3 - 
alkylamino group, wherein in each case the nitrogen 
atom is substituted by a further C 1-4 -alkyl group, 

[0076] a Cj^-alkylamino group wherein the nitrogen 
atom is substituted by a tetrahydrofuran-3-yl, tetrahy- 
dropyran-3-yl, tetrahydropyran-4-yl, tetrahydrofura- 
nylmethyl, l-(teUahycu^ruran-3-yl)-piperidin-4-yl, 
l-{tetrahydropyran-3-yl)-piperidin-4-yl or l-(tetrahy- 
dropyran-4-yl)-piperidin -4-yl group, 

[0077] a 5- to 7-membered alkyleneimino group option- 
ally substituted by 1 to 2 methyl groups which may be 
substituted by the group R 3 either at a cyclic carbon 
atom or at one of the methyl groups, while R 3 is as 
hereinbefore defined, 

[0078] a piperidino group substituted by a tetrahydro- 
furanyl, tetrahydropyranyl or tetrahydrofuranylmethyl 
group, 

[0079] an piperidino group optionally substituted by 1 
or 2 methyl groups wherein the methylene group in the 
4 position is replaced by an oxygen or sulphur atom, by 
an imino group substituted by the group R 4 , by a 
sulphinyl or sulphonyl group, while 

[0080] R 4 denotes a hydrogen atom, a C^-alkyl, 
2-methoxy-ethyl, 3-methoxy-propyl, C^-cy- 
cloalkyl, C 3 _ 6 -cycloalkyl-C 1 _ 3 - alkyl, tetrahydrofu- 
ran-3-yl, tetrahydropyran-3-yl, tetrahydropyran-4- 
yl, teti^ydronu-anylmethyl, C 1 _ 3 -alkylcarbonyl, 
Cj^-alkylsulphonyl, aminocarbonyl, C,_ 3 -alkylami- 
nocarbonyl or di^Cj^-alkyQ-aminocarbonyl group, 

[0081] a morpholino or 2-oxo-morpholin-4-yl group 
which may be substituted by a methyl, ethyl or C^- 
alkoxymethyl group, 

[0082] a C 5 ^-cycloalkyl group wherein a methylene 
group is replaced by an oxygen or sulphur atom, by an 
imino group substituted by the group R 4 , by a sulphinyl 
or sulphonyl group, while R 4 is as hereinbefore defined, 

[0083] a hydroxy or C^-alkoxy group, or also 

[0084] a hydrogen atom, if n is the number 0, and 

[0085] R c denotes a hydrogen atom, a Cj^-alkoxy-Cj. 
4-alkoxy, C^-alkoxy, C 4 _ 7 -cycloalkoxy or C^-cy- 
cloalkyl-C^-alkoxy group, wherein the cycloalkyl 
moiety may be substituted in each case by a C 1 _ 3 -alkyl 
or C^-alkoxy group, 

[0086] a 3-pyrrolidinyloxy, 2-pyrrofidinyl-C 1 _ 3 -alky- 
loxy, 3-pyrrolidinyl-C 1 _ 3 -alkyloxy, 3-piperidinyloxy, 
4-piperidinyloxy, 2-piperidinyl-C 1 . 3 -aIkyloxy, 3-pip- 
eridinyl-Cj^-alkyloxy or ^piperidinyl-C^-alkyloxy 
group, wherein in each case the cyclic nitrogen atom is 
substituted by the group R\ where R 4 is as hereinbefore 
defined, 

[0087] a piperazino or homopiperazino group substi- 
tuted in the 4 position by an R^C^-alkyl, R 6 — CO or 
R 6 — C^-alkylene-CO group, wherein 
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[0088] R 6 denotes a 2-oxo4etrahydrofixranyl, 2-oxo- 
tetrahydropyranyL, 2-oxo-l ,4-dioxanyl or 2-oxo-4- 
(C a ^-alkyl)-morpholinyl group optionally substi- 
tuted by one or two C 1 . 2 -alkyl groups, 

[0089] a morpholino-Cj^-alkoxy or 2-oxo-morpholin- 
4-yl-Cj.g-alkoxy group which may be substituted by 1 
or 2 methyl or ethyl groups, or 

[0090] a tetrahydrofuran-3-yloxy, tetrahydropyran-3- 
yloxy, teU^hydropyran-4-yloxy, tetrabydrofuranyl- 
methoxy or tetrahydropyranylmethoxy group, or 

[0091] the compounds 

[0092] (1) 4-[(3^oro^fluorophenyl)amino]-6-[(4- 
dimethylamino-cyclohexyl)amino]-pyrimido[5,4-d] 
pyriraidine, 

[0093] (2) 4^(RHl-phenylemyl)amino]-6-(4-hydrox- 
ypheny!)-7H-pyrrolo{2,3-d]pyrimidine, 

[0094] (3) 4-{[3-chloro-4-(3-fluoro-4-benzyloxy)-phe- 
nyl]amino}-6-(5-{[(2-methanesulphonyl-ethyl)amino] 
meroyl}-ftuan-2-yl)quinazoline or 

[0095] the antibody Cetuximab C225, Trastuzumab, ABX- 
EGF, Mab ICR-62 or EGFR-antisense, 

[0096] the tautomers, the stereoisomers or the salts 
thereof. 

[0097] A particularly preferred object of the invention is 
the use of the compounds of general formula (I) wherein 

[0098] X denotes a nitrogen atom or a carbon atom 
substituted by a cyano group, 

[0099] R a denotes a hydrogen atom, 

[0100] R b denotes a phenyl or 1-phenylethyl group, 
wherein the phenyl nucleus in each case is substituted 
by the groups R 1 and R 2 , while 

[0101] R 1 and R 2 , which may be identical or differ- 
ent, in each case denote a hydrogen, fluorine, chlo- 
rine or bromine atom, 

[0102] a C^-alkyi, C^ 5 -alkenyl or C^-alkynyl 
group, 

[0103] A denotes an oxygen atom or an imino group, 

[0104] B denotes a bond or a carbonyl group, 

[0105] C denotes a methylene, ethylene or ethenylene 
group, 

[0106] n denotes one of the numbers 0 or 1, 

[0107] D denotes a di-(C,_4-aIkyl)-aniino group 
wherein the alkyl moieties may be identical or different, 

[0108] a methylamino or ethylamino group, wherein in 
each case the nitrogen atom is substituted by a 2-meth- 
oxyetbyl, tetrahydrofuran-3-yl, tetrahydropyran-4-yl, 
tetrahydrofuran-2-ylmethyl, cyclopropyl or cyclopro- 
pylmethyl group, 

[0109] an N — (C 1 . 4 -alkyl)— N — (C^ 4 -alkyl)- amino 
group wherein the alkyl moieties in the p, 7 or o 
position to the nitrogen atom of the amino group may 
optionally be substituted by the group R 3 , while 



[0U0] R 3 denotes a C^-alkoxy or C^-alkoxy car- 
bonyl group, 

[0111] a bis-{2-methoxyethyl)-amino group, 

[0112] a morpholino or 2-oxo-morpholin-4-yl group 
optionally substituted by a methyl or metboxymethyl 
group, 

[0113] a hydroxy or C,_ 4 -alkoxy group, or also 

[0114] a hydrogen atom, if n is the number 0, and 

[0115] R c denotes a hydrogen atom, a C^-alkoxy-Q. 
4-alkoxy, C^-alkoxy, C^T-cycloalkoxy or C^-cy- 
cloalkyl-Cj^-alkoxy group, wherein the cycloalkyl 
moiety may be substituted in each case by a Q^-aJkyl 
or C^-alkoxy group, 

[0116] a 3-pyrrolidinyloxy, 2-pyrrolidinyl-C 1 . 3 -aIky- 
loxy, 3-pyrrohdmyl-C 1 _ 3 -aIkyloxy, 3-piperidinyloxy, 
4-piperidinyloxy, 2-piperidinyl-C,_ 3 -alkyloxy, 3-pip- 
eridinyl-Cj^-alkyloxy or 4-piperidinyl-C 1 _ 3 -alkyloxy 
group, wherein in each case the cyclic nitrogen atom is 
substituted by the group R 4 , where R 4 is as hereinbefore 
defined, 

[0117] a piperazino or homopiperazino group substi- 
tuted in the 4 position by an R 6 — C^-alkyi, R 6 — CO 
or R 6 — C^-alkylene-CO group, wherein 

[0118] R 6 denotes a 2-oxo-tetrahydrofuranyl, 2-oxo- 
tetrahydropyranyl, 2-oxo-l,4-dioxanyl or 2-oxo-4- 
(C^-alkyO-morpholinyl group optionally substi- 
tuted by one or two C^-alkyl groups, 

[0119] a morpholino-C^-alkoxy or 2-oxo-morpholin- 
4-yl-C^-alkoxy group which may be substituted by 1 
or 2 methyl or ethyl groups, or 

[0120] a tetrahydrofuran-3-yloxy, tetrahydropyran-3- 
yloxy, tetrahydropyran-4-yloxy, tetrahydrofuranyl- 
methoxy or tetrahydropyranylmethoxy group, or 

[0121] the compounds 

[0122] (1) 4-[(3-chloro-4-fluorophenyl)araino]-6-[(4- 
mmemylamino-cyclohexyl)amino]-pyrimido[5,4-d] 
pyrimidine, 

[0123] (2) 4-[(RHl-phenylethyl)amino]-6-(4-hydrox- 
yphenyl)-7H-pynolo[2,3^]pyrimidine, 

[0124] (3) 4-{[3-chloro-4-(3-fluoro-4-benzyloxy)-phe- 
nyl]ammo}-6-(5-{[(2-raemanesulphonyl^thyl)amino] 
methyl} -fur an -2-yl)quinazo line or 

[0125] the antibody Cetuximab C225, Trastuzumab, ABX- 
EGF, Mab ICR-62 or EGFR-antisense, 

[0126] the tautomers, the stereoisomers or the salts 
thereof. 

[0127] The following compounds of general formula (I) 
may be used, for example, for the purpose according to the 
invention: 

[0128] (1) 4-[(3-chloro-4-fluoro-phenyl)amino>7-(2- 
{4-[(S)h(2-oxo-teUahydrofin^-5-yl)^art)onyl]-piper- 
azin-l-yl } <moxy)-6^(vmylcarbonyl)amino]-quinazo- 
line, 
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[0129] (2) 4-[(3-chIoro-4-fluoro-phenyl)amino>7-[2- 
((S>6-methyl-2-oxo-morpholin^-yl)<thoxy]-6-[(vi- 
□ylcartx)nyl)amino]-quinazoline, 

[0130] (3) 4^(3-chloro-4-fluoro-phenyl)amino>7-(4- 
((R)-6-melhyl-2-oxo-morpholin-4-yl>-butyloxy]-6- 
[(vinylcarbonyl)amino]-quina7X>line, 

[0131] (4) 4^(3-diloro-4-fluoro-phenyI)amino>7-[4- 
((S>-6-methyl-2-oxo-morpholin-4-yl)-butyloxy><S- 
[(vinyl(»rbonyl)a!iiino]-quinazoline, 

[0132] (5) 4^(3-^loro-4-fluoro-phenyl)amino]-7-[4- 
(2^-<timcthyl-6-oxo-morpholin-4-yl)-butyloxy]-6- 
[(vinylcaiix)nyl)amino]-quinazoline 

[0133] (6) 4-[(3-chloro-4-fluorophenyl)amino>6-{[4- 
(morpholin-4-yl)-l -oxo-2-buten-l -yl]~amino}-7-cy- 
clopropylmethoxy-quinazoline, 

[0134] (7) 4-[(3-chloro-4-fluorophenyl)amino>6-{[4- 
(N,N-diethylamino)- l-oxo-2-buten-yI]amino } -7-cy- 
cbpropylmclhoxy-quinazoline, 

[0135] (8) 4-[(3-chIoro-4-fluorophenyl)amino>6-{[4- 
(N^4-dimethylamino)- l-oxo-2-buten-l-yl]amino} -7- 
cyclopropylmethoxy-quinazoline, 

[0136] (9) 4-[(3-chloro-4-fluoropheoyl)amino]-6-[(4- 
{N-[2-(elhoxycaibonyl)-ethyl>N-[(ethoxycartx)nyl)m- 
ethyl]amino}-l-oxo-2-buten-l-yl)amino]-7-cyclopro- 
pyl-methoxy-quinazoline, 

[0137] (10) 4-[(R)-{l-phenyl-ethyl)amino]-6-{[4-(iDor- 
pholin-4-yl)-l-oxo-2-buten- 1-y ljamino } -7-cyclopro- 
pylmethoxy-quinazoline, 

[0138] (11) 4-[(R)-(l-ph6nylH6thyl)amino]-6-{[4-(mor- 
pbolin^yl)-l^xo-2^uteD-l-yl]amiiK)}-7-cyclopea- 
tyloxy-quinazoliDe, 

[0139] (12) 4-[(3-chloro^-fluoro-phenyl)amino]-6-{ 
[4-((R)-6-methyl'2-oxo-morpholin-4-yl)-l-oxo-2- 
buten-l-yl]amino}-7-^clopropylmethoxy-qudnazo- 
line, 

[0140] (13) 4-[(3-chloro-4-fluoro-pheDyl)amino]-6- 
({4-[bis-(2-methoxyethyl)-amino]-l-oxo-2-buten-l- 
yl}amino)-7-cyclopropylmethoxy-quinazoliiie 

[0141] (14) 4-[(3-chioro^-fluoro-phenyl)amino]-6-{ 
[4-((R)-6-methyl-2-oxo-morpholin-4-yl)-l-oxo-2- 
buten- l-yl]amino } -7-[(S)-(tetrahydrofuran-3-yl)oxy }■ 
quinazoline, 

[0142] (15) 4-[(3-chloro^fhioro-pbenyl)amino]-6-{ 
[4-((R)-2-methoxymethyl-6-oxo-morpbolin-4-yl)-l- 
oxo-2-buten-l -yljamino } -7-cyclopropylmethoxy- 
quinazoline, 

[0143] (16) 4-[(3^hloro-4-fluoro-pbenyl)amino>6-[2- 
((S)-6-methyl-2-oxo-morpholin-4-yl>-ethoxy]-7-meth- 
oxy -quinazoline, 

[0144] (17) 4-[(3-chloro^-fluorophenyI)amino]-6-({4- 
[N-(2-methoxy-ethyl)-N-rnethyl-aniino]-l-oxo-2- 
buten- 1-yl }amino)-7-cyclopropylmethoxy-quinazo- 
line, 

[0145] (18) 4^(3-chloro^-fluoropbcnyl)amino]-6-{[4- 
(N,N-dimethylamino)-l-oxo-2-bulen-l -y ljamino } -7- 
cyclopentyloxy-quinazoline, 



[0146] (19) 4-[(3-chloro^fluoro-pbenyl)amino]-6-{ 
[4-((S)-2-memoxymetbyl-6-oxo-morpholin-4-yI)-l- 
oxo-2-butcn-l-yl]amino}-7-cyclopropylmclhoxy- 
quinazoline 

[0147] (20) 4^(RHl-phenyUthyl)amino]-6-{[4-(N,N- 
bis-(2-methoxy-ethyl)-amino)-l -oxo-2-buten- 1-yl] 
amino}-7-cyclopropylmethoxy-quinazoune, 

[0148] (21) 4-[(RHl-phenyl-ethyl)amino]-6-({4-[N- 
(2-methoxy-ethyl)-N<myl-amino]-l-oxo-2-buten-l- 
yl } am ino)-7-cyclopropy Imethoxy-qninazoline, 

[0149] (22) 4-[(R)-(l-phenyl-ethyl)amino]-6-({4-[N- 
(2-methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl}amino)-7-cyclopropylmethoxy -quinazoline, 

[0150] (23) 4-[(R)-(l-phenyl-etbyl)amino]-6-({4-[N- 
(tetrahydropyran-4-yl)-N-methyl-amino]-l-oxo-2- 
buten-l-yl}amino)-7-cyclopropylmelhoxy -quinazo- 
line, 

[0151] (24) 4-[(3-chloro^-fluorophenyl)amino]-6-{[4- 
(N^-dimethylamino)-l-oxo-2-buten-l-yl]amino}-7- 
((R)-tetrahydrofuran-3-yloxy)-qumazoline, 

[0152] (25) 4-[(3-chloro-4-fluorophenyl)ainino]-6-{[4- 
(N^-dimethylamino)-l-oxo-2-buten-l-yl]amino}-7- 
((S)-tetrahydrofuran-3-yloxy)-quinazoline, 

[0153] (26) 4-[(3-chloro^-fluorophenyl)amino>6-({4- 
[N-(2-metboxy-ethyl)-N-methyl-amino]-l-oxo-2- 
butea-l-yl}amino)-7-cyclopentyloxy-quinazoline, 

[0154] (27) 4-[(3-chloro-4-fluorophenyl)amino>6-{[4- 
(N-cyclopropyl-N-methyl-amino)-l-oxo-2-buten-l-yl] 
amino} -7-cyclopeotyloxy-quinazoline, 

[0155] (28) 4-[(3-chloro^-fluorophenyl)amino]-6-{[4- 
(NJ^-dimemylamino)-l-oxo-2-buten-l-yl]amino}-7- 
[(R)-(tetrahydrofuian-2-yl)methoxy]-quinazoline, 

[0156] (29) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4- 
(N^-dimethylamino)-l-oxo-2-buten-l-yl]amino}-7- 
[(S)-(tetrahyoVomian-2-yl)methoxy]-quinazoiine, 

[0157] (30) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-[(4- 
o^methylammo-cyclohexyl)ammo]-pyrimi(k>[5,4-d] 
pyrimidine 

[0158] (31) 4-[(3-chloro^-fluorophenyl)amino>6-[3- 
(morpholm-4-yl]hpropyloxy]-7-methoxy-quinazoline, 

[0159] (32) 4-[(3-ethynyl-phenyl)amino]-6,7-bis-(2- 
methoxy-ethoxy)-quinazoline, 

[0160] (33) 4-[(3-chloro-4-fluorophenyl)amino>7-[3- 
(morpholm^yl)-propyloxy]-6-[(vinyl-carbony- 
l)amino]-quinazoline, 

[0161] (34) 4^(RHl-phenyl-ethyl)amino}6-(4-by- 
droxy-phenyl)-7H-pyrroIo[2^-d]pyrimidine, 

[0162] (35) 3-cyano-4-[(3-cnloro-4-fluoropheny- 
l)ammo]-6-{[4^,N-dimelhylamino)-l-oxo-2-buten- 
l-yl]amino } -7-ethoxy-quiooline, 

[0163] (36) 4-{[3-chloro-4-(3-fluoro-beazyloxy>phe- 
ny ljamino} -6-(5- {[(2-mewanesulphonyl-ethyl)aminoJ 
methyl}-furan-2-yl)quinazoline, 

[0164] (37) Cetuximab, 

[0165] (38) Trastuzumab, 
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[0166] (39)ABX-EGF, 

[0167] (40) Mab ICR-62, 

[0168] (41) EGFR-antisense 

[0169] or their salts, while 

[0170] the compounds 

[0171] (1) 4^(3^oro^fluoro-phenyl)aiiiiiio>7-(2- 
{4^(SH2K)xo-tetrahydrofuran-5-y])-carbonyl]-piper- 
azio-l-yl}^thoxy)^(vmylcarbonyl)amiiK)]^uinazo- 
line, 

[0172] (2) 4-[(3^1oro^fluoro-phenyI>mino]-7-[2- 
((S)-6-methyl-2-oxo-morpholin-4-yl)-ethoxy]-6^(vi- 
nylcarbonyl)amino}-quinazolirje, 

[0173] (3) 4H;(3^hloro^fluoro-pbenyl)amino>7-[4- 
((R)-6-methyl-2-oxo-morpholiD-4-yl)-butyloxy]-6- 
[(vinylcarbonyl)ainmo]-quinazoline, 

[0174] (4) 4H;(3^1oro^fluoro-phenyl)amino]-7-[4- 
((S)-6-methyI-2-oxo-morpholin-4-yl)-butyloxy]-6- 
[(vinylcarbonyl)ammo]-quinazoline, 

[0175] (5) 4^(3-^loro-4-fluoro-phenyl)amino>7-[4- 
(2 r 2-dimethyl-6-oxo-morpholin-4-yl)-butyloxy]43- 
[(vinylcarbonyl)amino]-quinazoline 

[0176] (6) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4- 
(morpholin-4-yl)-l-oxo-2-buten -l-yl]-ainino}-7-cy- 
clopropylmethoxy-quinazoline, 

[0177] (7) 4^(3^hloro^fluorophenyl)aiiiino>6-{[4- 
(N,N^ethylamino)-l-oxo-2-buten-l-yl]aniino}-7-cy- 
clopropylmethoxy-quinazoline, 

[0178] (8) 4-[(3-chloro-4-fluorophenyi)amino]-6-{[4- 
(N,N-d^etbylamino)-l-oxo-2-buten-l-yl]amuio}-7- 
cyclopropylmetboxy-quinazoline, 

[0179] (9) 4-[(3-chloro-4-fluorophenyl)amino]-6-[(4- 
{N-[2-(ethoxycarbonyl)-ethyl]-N-[(ethoxycarbonyl)m- 
emyl]ammo}-l^xo-2^uten-l-yl)amiiK)]-7-cyclopro- 
pyl-methoxy-quinazoline, 

[0180] (10) 4-[(R)-(l-phenyl-ethyl)amino]-6-{[4-(mor- 
pbolin-4-yl)-l-oxo-2-buten-l-yl]amino}-7-cyclopro- 
pylmethoxy-quinazoline, 

[0181] (11) 4-[(RHl-phenyl-ethyl)arjiino]-6-{[4-(mor- 
pbolin-4-yl)-l-oxo-2-buten- l-yl]amino } -7-cyclopen- 
tyloxy-quinazoline, 

[0182] (12) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-{ 
[4-((R)-6-methyl-2-oxo-morpholin-4-yl)-l -oxo-2- 
buten-l-yl]amiDo}-7-cyclopropylmethoxy-quinazo- 
line, 

[0183] (13) 4-[(3-chloro^-fluoro-phenyl)amino]-6- 
({4-[bis-(2-niethoxyethyl)-aiiiino]-l-oxo-2-buten-l- 
yl}ammo>7^clopropylmethoxy-quinazoline, 

[0184] (14) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-{ 
[4-((R)-6-methyl-2^xo-roorpholin-4-yl)-l-oxo-2- 
buten-1 -yljamino }-7-[(S)-(tetrabydrofiiran-3-yl)oxy ]- 
quinazoline, 

[0185] (15) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-{ 
[4-((R)-2-methoxymethyl-6-oxo-morpholin-4-yl)-l- 
oxo-2-buten-l-yl]amirjo } -7-cyclopropylme thoxy- 
quinazoline, 



[0186] (16) 4-[(3-cbloro-4-fluoro-phenyl)amino]-6-[2- 
((S)-6-methyl-2-oxo-morpholin-4-yl)-ethoxy]-7-meth- 
oxy-quinazoline, 

[0187] (17) 4-{(3-chloro^-fluorophenyl)amino]-6-({4- 
[N-(2-methoxy-ethyl)-N-memyl-amiiio]-l-oxo-2- 
buten-l-yl}amino)-7-cyclopropylmemoxy^uinazo- 
line, 

[0188] (18) 4-[(3-chloro^fluorophenyl)ainino>6-{[4- 
(N^-dimemylamino)-l-oxo-2-buten-l-yl]ainino[-7- 
cyclopentyloxy-quinazoline, 

[0189] (19) 4^(3^Moro-4-fluoro-phenyl)amino]-6-{ 
[4-((S)-2-methoxymethyl-6-oxo-morphoun-4-yl)-l- 
oxo-2-buten-l-yl]ammo}-7-cyclopropylmethoxy- 
quinazoline, 

[0190] (20) 4-[(R)-(l-phenyUtbyl)aniino]-6-{[4-(N,N- 
bis-{2-methoxy-ethyl)-amino)-l -oxo-2-buten- 1-yl] 
ammo}-7-cyclopropylmethoxy-qumazoline, 

[0191] (21) 4-[(R)-(l-pbenyl-etbyl)amino]-6-({4-[N- 
(2-methoxy-ethyl)-N-eroyl-amino]-l-oxo-2-buten-l- 
yl} ammo)-7-cyclopropylmemoxy-quinazoline, 

[0192] (22) 4-[(RHl-phenyl-ethyl)amino]-6-({4-[N- 
(2-methoxy-ethyl)-N-methyl-amiDo]-l-oxo-2-buten-l- 
yl} ammo)-7-cyclopropyImethoxy-quina2oline, 

[0193] (23) 4H;(R)-(l-pbenyl-ethyl)ainino]-6-({4-[N- 
(tetiahydropyran-4-yl)-N-methyl-amino]-l-oxo-2- 
buten-l-yl}amino)-7-cyclopropylmethoxy-quinazo- 
line, 

[0194] (24) 4-[(3-chloro-4-fluorophenyl)aiiiino>6-{[4- 
(N,N-dimethylamiDo)-l-oxo-2-buten-l-yl]amino}-7- 
((R)-tetrahydrofuran-3-yloxy)-quiDazoline, 

[0195] (25) 4-[(3-chloro-4-fluorophenyl)amino>6-{[4- 
(N^-d^ethylaxaino)-l-oxo-2-buten-l-yi]amino}-7- 
((S)-tetrahydrofuran-3-yloxy)-quinazoline, 

[0196] (26) 4-[(3-chloro-4-fluorophenyl)amiDO>6-({4- 
[N-(2-methoxy-ethyl)-N-methyl-amiiio]-l-oxo-2- 
buten-l-yl}ainino)-7-cyclopentyloxy-quiDa2oIine, 

[0197] (27) 4-[(3-cWoro^fluoropheDyl)ainino]-6-{[4- 
(N-cyclopropyl-N-methyl-amino)-l -oxo-2-buten- 1-yl] 
ammo}-7-cyclopentyloxy-quinazoline, 

[0198] (28) 4-[(3-chloro-4-fluorophenyl)amiDO>6-{[4- 
(N^-dimethylamioo)-l-oxo-2-buten-l-yl]aininoy-7- 
[(R)-(tetrahydrofiiran-2-yl)raethoxy]-quiDazoline, 

[0199] (29) 4-[(3-chloro^-fluorophenyl)amino]-6-{[4- 
(N,N^iimethylamino)-l-oxo-2-butea-l-yl]ainino}-7- 
[(SHtetrahydtofiiran-2-yl)memoxy]-quinazoline, 

[0200] (30) 4-[(3-chloro^-fluoro-phenyl)amino]-6-[(4- 
dimemylammo-cyclohexyl)amino]-pyrimido[5,4-d 
pyrimidine, 

[0201] (31) 4-[(3^Moro-4-fluorophenyl)ammo]-6-[3- 
(morpholia-4-yl)-propyloxy]-7-methoxy-quinazoline, 

[0202] or their salts are to be regarded as preferred and 

[0203] the compounds 

[0204] (1) 4-[(3-chloro-4-fluoro-phenyl)amino]-7-{4- 
((R)-6-methyl-2-oxo-morpholin-4-yl)-butyloxy]-6- 
[(vioylcarbonyl)amino}-quina2oline, 
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[0205] (2) 4-[(3-chloro-4-fluoro-phenyl)ainiDO>7-[4- 
((S)-6-methyl-2-oxo-morpholin-4-yl)-butyloxy>6- 
[(vinylcaibonyl)amino}-qiiiDazoline, 

[0206] (3) 4-[(3-chloro-4-fluoro-phenyl)amino>7-(2- 
(4^(S)-(2-oxo-tetrahydiofuran-5-yl)-caibonyl]-pipcr- 
azin- 1-yl} <lhoxy)^^(vinylcarbonyl)amiiio]-quiDazo- 
line, 

[0207] (4) 4^(3^1oro^fluoro-phenyl)amiiio]-7-[2- 
((S)-6-melhyl-2-oxo-morpholin-4-yl)-ethoxy]-6-[(vi- 
aylcaibonyI)amino]-quinazoline, 

[0208] (5) 4-[(3-chloro-4«fluorophenyl)amiiio]-6-[(4- 
{N^[2-(ethoxycarbonyl)-elhyl]-N^(ethoxycarbonyl)m- 
elhyljamino} -1 -oxo-2-buten- l-yl)am ino]-7-cyclopro- 
pyl-metooxy-quinazoline, 

[0209] (6) 4-[(R)-(l-phenyl-ethyl)amiDO>6-{[4-(mor- 
pbolin-4-yl)-l-oxo-2-bulen-l-yl]amino}-7-cyclopro- 
pylmetboxy-quinazoline and 

[0210] (7) 4^(3^hloro^fluorophenyl>mioo]-6-[3- 
(morpholin-4>yI)-propyIoxy]-7-methoxy-quinazoliDe 

[0211] or their salts are to be regarded as particularly 
preferred. 

[0212] The present invention further relates to a process 
for the treatment of 

[0213] diseases of the airways or lungs which are 
accompanied by increased or altered production of 
mucus, such as e.g. inflammatory diseases of the air- 
ways such as acute bronchitis, chronic bronchitis, 
chronic obstructive bronchitis (COPD), asthma, bron- 
chiectasis, allergic or non-allergic rhinitis or sinusitis, 
cystic fibrosis, al -antitrypsin deficiency, or coughs, 
lung emphysema, pulmonary fibrosis and hyperreactive 
airways, 

[0214] for the treatment of inflammatory diseases of the 
gastrointestinal tract and the bile duct and gall bladder 
which are accompanied by impaired tyrosine kinase 
function, such as may be found for example in acute or 
chronic inflammatory changes such as cholecystitis, 
Crohn's disease, ulcerative colitis, as well as ulcers and 
polyposis in the gastro-intestinal tract or such as occur 
in diseases of the gastro-intestinal tract which are 
associated with increased secretion, such as Moth- 
er's disease, secreting adenomas and protein loss syn- 
drome, 

[0215] and also for the treatment of inflammatory dis- 
eases of the joints, such as rheumatoid arthritis, inflam- 
matory diseases of the skin and the eyes, inflammatory 
pseudopolyps, as well as colitis cystica profunda and 
pneumatosis cystoides intestinalis. comprising admin- 
istering an effective amount of one or more of the 
abovementioned compounds of general formula (I) 
according to the invention or optionally one of the 
physiologically acceptable salts thereof to a patient 
requiring such treatment. 

[0216] Preferred and particularly preferred embodiments 
of the process according to the invention correspond to the 
embodiments mentioned above for use according to the 
invention, in terms of the particular compounds and indica- 
tions. 



[0217] In the process according to the invention the above- 
mentioned compounds are used in dosages of 0.001-10 
mg/kg of body weight, preferably 0.01-1.5 mg/kg, conve- 
niently administered 1 to 3 times a day. 

[0218] The active substances may be administered by oral, 
buccal or parenteral route, by inhaling sprays, or by rectal or 
topical application. They may be administered parenterally 
by subcutaneous, intravenous and intramuscular injections 
and infusion techniques. 

[0219] For this purpose, conventional formulations may 
be used, such as the preparations mentioned hereinbefore for 
the active substances. For example, the active substances, 
optionally combined with other active substances, may be 
formulated with one or more inert conventional carriers 
and/or diluents, e.g. with corn starch, lactose, glucose, 
microcrystalline cellulose, magnesium stearate, polyvi- 
nylpyrrolidone, citric acid, tartaric acid, water, water/etha- 
nol, water/glycerol, water/sorbitol, water/polyethylene gly- 
col, propylene glycol, cetylstearyl alcohol, 
carboxymethylcelhilose or fatty substances such as hard fat 
or suitable mixtures thereof, to produce conventional galenic 
preparations such as plain or coated tablets, capsules, pow- 
ders, suspensions or suppositories. 

[0220] The active substances may be administered orally 
in a wide variety of different dosage forms, for example they 
may be formulated together with different pharmaceutically 
acceptable inert carriers in the form of tablets, capsules, 
pastilles, lozenges, hard sweets, powders, atomisers, aque- 
ous suspensions, elixirs, syrups and the like. Such carriers 
include for example solid diluents or fillers, sterile aqueous 
media and various non-toxic organic solvents. In addition, 
oral formulations of this kind may be suitably sweetened 
and/or flavoured with various agents conventionally used for 
this purpose. In general, the active substances are present in 
oral formulations of this kind at concentration levels ranging 
from about OS wt. % to about 90 wt %, based on the total 
composition, in amounts sufficient to produce the desired 
dosage units. Other suitable dosage forms for the active 
substances comprise formulations for controlled release and 
devices which are well known to the specialists in the field. 

[0221] For the purposes of parenteral administration, solu- 
tions of the active substances in sesame or groundnut oil or 
in aqueous propyleneglycol may be used, as well as sterile 
aqueous solutions of the corresponding pharmaceutically 
acceptable salts. Such aqueous solutions should if necessary 
be suitably buffered and the liquid diluent made isotonic 
with sufficient salt or glucose. These specific aqueous solu- 
tions are particularly suitable for intravenous, intramuscular 
and subcutaneous injections. In connection with this, the 
sterile aqueous media used may easily be obtained using 
common methods well known in the art. For example, 
distilled water is normally used as the liquid diluent, and the 
final preparation is passed through a suitable bacterial filter 
such as a filter made of sintered glass or kieselguhr or 
unglazed porcelain. Preferred filters of this kind include the 
Berkefeld, Cham be rl and and asbestos disc metal Seitz filter, 
in which the fluid is sucked into a sterile container by means 
of a suction pump. During the preparation of these injectable 
solutions the necessary process steps should be taken at all 
times to ensure that the end products are obtained in a sterile 
condition. For the purposes of transdermal administration, 
the dosage form of the particular compound or compounds 
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may comprise, for example, solutions, lotions, ointments, 
creams, gels, suppositories, formulations for continuous 
speed-limited release and equipment for this purpose. Such 
dosage forms comprise the particular compound or com- 
pounds and may contain ethanol, water, penetration promot- 
ers and inert carriers such as gel producers, mineral oil, 
cmulsifiers, benzyl alcohol and the like. 

[0222] The compounds are administered by inhalation in 
the form of powdered preparations with lactose and other 
excipients or in the form of aqueous solutions as aerosols. 

[0223] The inhalable powders which may be used within 
the scope of the invention may contain the active substance 
or combination of active substances either on their own or in 
admixture with suitable physiologically acceptable excipi- 
ents. If the active substance or combination of active sub- 
stances is present in admixture with physiologically accept- 
able excipients, the following physiologically acceptable 
excipients may be used to prepare these inhalable powders 
according to the invention: monosaccharides (e.g. glucose or 
arabinose), disaccharides (e.g. lactose, saccharose, maltose), 
oligo- and polysaccharides (e.g. dextrans), polyalcohols 
(e.g. sorbitol, mannitol, xylitol), salts (e.g. sodium chloride, 
calcium carbonate) or mixtures of these excipients with one 
another. Preferably, mono- or disaccharides are used, while 
the use of lactose or glucose, particularly but not exclusively 
in the form of the hydrates thereof, is preferred. Lactose is 
particularly preferred, while lactose monohydrate is most 
preferred, as the excipient according to the invention. 

[0224] The propellant-containing aerosols for inhalation 
which may be used within the scope of the use according to 
the invention may contain the active substance or combina- 
tion of active substances dissolved in the propellent gas or 
in dispersed form. The propellent gases which may be used 
to prepare the aerosols for inhalation are known from the 
prior art. Suitable propellent gases are selected from among 
the hydrocarbons such as n-propane, n-butane or isobutane 
and halo hydrocarbons such as preferably fluorinatcd deriva- 
tives of methane, ethane, propane, butane, cyclopropane or 
cyclobutane. The abovementioned propellent gases may be 
used on their own or mixed together. Particularly preferred 
propellent gases are fluorinated alkane derivatives selected 
from TG134a (1,1,1,2-tetrafluoroethane), TG227 (1,1,1 A3, 
3,3-heptafluoropropane) and mixtures thereof. 

[0225] The propellant-containing aerosols for inhalation 
which may be used within the scope of the use according to 
the invention may further contain additional ingredients 
such as cosolvents, stabilisers, surfactants, antioxidants, 
lubricants as well as pH adjusters. All these ingredients are 
known in the art. 

[0226] If the active substance or combination of active 
substances according to the invention is administered by 
inhalation in the form of propellant-free solutions or sus- 
pensions, aqueous or alcoholic, preferably ethanolic solu- 
tions may be used as solvent The solvent may be exclu- 
sively water or it may be a mixture of water and ethanol. The 
relative proportion of ethanol to water is not restricted, but 
the maximum limit is preferably up to 70 percent by volume, 
particularly up to 60 percent by volume and most particu- 
larly up to 30 percent by volume. The remaining percent by 
volume are made up of water. Solutions or suspensions 
containing the active substance or combination of active 
substances are optionally adjusted with suitable acids to a 



pH of 2 to 7, preferably 2 to 5. This pH may be adjusted 
using acids selected from inorganic or organic acids. 
Examples of particularly suitable inorganic acids are hydro- 
chloric acid, hydrobromic acid, nitric acid, sulphuric acid 
and/or phosphoric acid. Examples of particularly suitable 
organic acids are: ascorbic acid, citric acid, malic acid, 
tartaric acid, maleic acid, succinic acid, fumaric acid, acetic 
acid, formic acid and/or propionic acid and others. Preferred 
inorganic acids are hydrochloric acid, sulphuric acid. Of the 
organic acids ascorbic acid, fumaric acid and citric acid are 
preferred. If desired, mixtures of the abovementioned acids 
may also be used, particularly in the case of acids which 
have other properties, in addition to their acidifying prop- 
erties, e.g. as flavourings, antioxidants or complexing 
agents, such as for example citric acid or ascorbic acid. 
According to the invention, hydrochloric acid is most pref- 
erably used to adjust the pH. 

[0227] As already mentioned at the beginning, the com- 
pounds of general formula (I) and their salts have valuable 
properties, particularly an anti-inflammatory activity. 

[0228] For example the compounds 

[0229] A=4-[(3-chloro-4-fluoro-phenyl)amino]-6-[2- 
((S)-6-memyl-2-oxo-morpholin-4-yl)-ethoxy]-7-meth- 
oxy-quinazoline, 

[0230] B-4-[(3-chloro-4-fluoro-phenyI)amino]-7-{4- 
((R)-6-methyl-2-oxo-morpholin-4-yl)-butyloxy]-6- 
[(vinylcarbonyl)amino]-quinazoline, 

[0231] 04-[(3-chloro-4-fluoro-phenyl)amino]-7-[4- 
(2^-dimethyl-6-oxo-morpholin-4-yl)-butyloxy]-6- 
[(vmylcarbonyl)aLn^o]^uinazoline, 

[0232] D=4-[(3-chloro-4-fluoro-phenyl)amino]-7-[4- 
((S)-6-methyl-2-oxo-morpholin-4-yl)-butyloxy]-6- 
[(vmylcarbonyl)an^o]-quina2oline, 

[0233] E«4-[(3^hloro-4-fluoro-phenyl)amino]-6-({4- 
[bis-(2-methoxyethyl)-amino]-l-oxo-2-buten-l- 
yl}ammo)-7-cyclopropylmemoxy-o^azoline, 

[0234] F»4-[(3-chloro-4-fluoro-phenyl)amino]-6-{[4- 
((R)-6^memyl-2-oxc^morpholin-4-yl)-l-oxo-2-buten- 

1- yl]amino } -7-cyclopropy Imetboxy-quinazoline, 

[0235] G=^(3-chloro-4-fluoro-phenyl)amino]-6-[2- 
((S)-6-memyl-2-oxo-morpholin-4-yl)-ethoxy]-7-meth- 
oxy-quinazoline, 

[0236] H=4-[(3-chloro-4-fluoro-phenyl)amino]-6-{[4- 
((S)-2-methoxymethyl-6-oxo-morpnolin-4-yI)-l-oxo- 

2- buten- l-yl]amino } -7-cyclopropy lmethoxy-quinazo- 
line, 

[0237] I^(RHl-phenyUmyl)amino]-6-({4-[N-(2- 
methoxy-ethyl)-N-ethyl-amino]-l-oxo-2-buten-l- 
yl} ammo)-7-cycIopropylmemoxy-quinazoline, 

[0238] K=44(R)-(l-phenyl-ethyl)amino>6-{[4-(N^- 
bis-(2-memoxy-emyl)-aniino)-l-oxo-2buten-l-yl] 
amino} -7-cyclopropylmethoxy-quinazoline, 

[0239] l^4^(^Kl-phenyl-ethyl)amino]-6-({4-[N-(tet- 
rahydropyran-4-yl)-N-methyl-amino]-l-oxo-2-buten- 
1-yl} ammo)-7-cyclopropylmethoxy-qmnazoline and 

[0240] M=4-[(3-chloro-4-fluorophenyl)amino]-6-[3- 
(morpholin-4-yl)-propyloxy]-7-methoxy-quina2oline 
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[Q241] were subjected to the following tests to investigate 
their anti-inflammatory activity: 

[0242] Test 1: Inhibition of smoke-induced accumulation 
of granulocytes in the rung tissue 

[0243] Lung indications: Inhibition of cigarette smoke- 
induced influx of neutrophilic granulocytes into the lung 
tissue by the EGF receptor kinase inhibitor 4-[(3-chloro-4- 
fluoro-phenyl)ammo]-6^2-((S)-6-memyl-2-oxo-moipholin- 
4-yl)-ethoxy]-7-methoxy-quinazoline. 

[0244] Method: 

[0245] Male rats (breed: Sprague-Dawley) weighing from 
250-300 g were exposed to the smoke from 8 cigarettes a 
day for 5 days. The animals in the group treated with 
4-[(3-chloro-4-fluoro-phenyl)amino]-6-{2-((S)-6-methyl-2- 
oxo-morprx)lm^yl)-emoxy]-7-methoxy-quinazoline (com- 
pound A) were given an intratracheal dose of 0.03 or 0.1 
mg/kg of compound A in a volume of 0.05 ml each day, 30 
mins before the start of the smoke exposure, while anaes- 
thetised with isofluran. On the last day of the experiment the 
animals were killed 4 hours after the final smoke exposure 
and the lung tissue was removed. From each lung a sample 
of 70-200 mg was taken and placed in a prepared test tube 
containing 1 ml of 05% hexadecyltrimethyl ammonium 
bromide. The samples were homogenised for 15 sec with an 
Ultraturrax. The homogenates were centrifuged off in an 
Eppendorf bench centrifuge at 15700 g for 5 min at ambient 
temperature. 50 ml were taken from the supernatant and 
mixed with 250 ml of phosphate buffer (50 mmol/l) con- 
taining 0.197 mg/ml of O-dianisidine dihydrochloride. After 
10 minutes' incubation at ambient temperature, the absorp- 
tion was measured with a spectral photometer at a wave- 
length of 450 nm. 

[0246] The dosage that produced a 50% inhibition of the 
MPO activity («ID50) was determined by linear regression. 

[0247] Results: 

[0248] Exposure to cigarette smoke led to an influx of 
neutrophilic granulocytes into the lung tissue in rats, mea- 
sured by the tissue content of myeloperoxidase, which is 
specific for neutrophilic granulocytes. Intratracheal treat- 
ment of the animals with the EGFR kinase inhibitor A 
resulted in a significant (p<0.005) inhibition of the smoke- 
induced accumulation of granulocytes and thus produced an 
anti-inflammatory activity. 

[0249] Further results are shown in the following Table: 



active substance 


ID50 [mg/kg] 


A 


0.1 


B 


0.03 


C 


0.03 


D 


0.3 


E 


0.2 


F 


0.3 


G 


<fl.03 


H 


0.3 


I 


0.2 


K 


0.3 


L 


0.1 


M 


0.30 



[0250] Test 2: Detection of a general anti-inflammatory 
principle of activity by inhibition of the zymosan- induced 
influx of neutrophilic granulocytes in the mouse ear by the 
EGF-receptor kinase inhibitor 4-[(3-chloro-4-fluoro-pheny- 
l)ammo]-6^(4-dimemylamino-cyclohexyl)amino]-py- 
rimido[5,4-d]pyrimidine (compound N). 

[0251] Method: 

[0252] Determining the influx of neutrophilic granulo- 
cytes by measuring the myeloperoxidase (MPO) activity in 
the tissue. MPO is specific for neutrophilic granulocytes. 
Female mice (breed: NMRI) weighing 20-25 g were anaes- 
thetised with pentobarbital 60 mg/kg i.p.. 10Dg of zymosan 
dissolved in physiological saline in a volume of 10 Dl were 
administered in trade rm ally into the right ear. 24 h after the 
intradermal application of zymosan the animals were killed 
with an overdose of pentobarbital. An ear biopsy («8 mm) 
was taken from the left (untreated) and right (treated) ear and 
placed in a test tube prepared with 1 ml of 05% HTAB. The 
samples were homogenised for 15 sec with an Ultraturrax. 
The homogenised preparations were centrifuged for 5 min in 
an Eppendorf bench centrifuge at 15700 g at ambient 
temperature. 50 ml were taken from the supernatant and 
mixed with 250 ml of phosphate buffer (50 mmol/l), con- 
taining 0.197 mg/ml of O-dianisidine dihydrochloride. After 
10 minutes' incubation at ambient temperature the absorp- 
tion was measured with a spectral photometer at a wave- 
length of 450 nm. 

[0253] Results: 

[0254] The intradermal injection of zymosan led to a 
significant increase in the MPO activity in the tissue. Treat- 
ing the animal?; with the EGFR kinase inhibitor 4-[(3-chloro- 
4-fluoro-phenyl)ammo]-6-[(4-dimethylamino-cyclohexy- 
l)ammo]-pyrimido[5,4-d]pyiirnidine inhibited this increase 
significantly (p<0.005) by 60%. 

[0255] The abovcmentioned compounds, the preparation 
of which is not already in the art, are obtained by the 
following methods: 

EXAMPLE 1 

[0256] 4-[(3^hloro^fluoro-phenyl)amino]-7-{3-[4-(2- 

oxo-tetrahydrofuran-4-yl)-piperazin-l-yl]-propyloxy}-6- 

[(vinylcarbonyl)araino]-quinazoline 

[0257] A mixture of 166 mg of acrylic acid and 0.77 ml of 
triethylamine in 10 ml of tetrahydrofuran is cooled to -50° 
C. in a dry ice/acetone cooling bath and combined with a 
solution of 175 fA of acrylic acid chloride in 4 ml of 
tetrahydrofuran. The reaction mixture is stirred for 45 min- 
utes at this temperature. Then a solution of 427 mg 6-amino- 
4-[(3-chloro-4-fluoro-phenyl)armno]-7-{3-[4-(2-oxo-tet- 
rahy6Vofru*an-4-yl)-piperazm-l-yl]-propyloxy}-qumazolme 
in 10 ml of tetrahydrofuran is added dropwise within 20 
minutes. 

[0258] The reaction mixture is then slowly allowed to 
come up to 0° C. and stirred at this temperature until the 
reaction is complete. Then ice water is added, whereupon a 
viscous precipitate is formed This is extracted thoroughly 
several times with ethyl acetate/methanol. The combined 
organic phases are washed with saturated sodium chloride 
solution, dried over magnesium sulphate and evaporated 
down. The yellowish, resinous crude product is purified by 
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chromatography over a silica gel column with methylene 
chloride/me thanol (95:5) as etuant. 

[0259] Yield: 148 mg (31% of theory), 

[0260] R f value: 0.45 (silica gel, methylene chloride/ 
methanol/concentrated, aqueous ammonia solution- 
90: 10:0.1) 

[0261] Mass spectrum (ESI): m/z-567, 569 [M-H] 

[0262] The following compound is obtained analogously 
to Example 1: 

[0263] 4^(3-chloro-4-fluoro-phenyl)amino]-7-(2-{4-[(S)- 

(2^xo-tetrahyd^fu^-an-5-yl)carbonyl^ipera2irj>l-yl}- 

emoxy)-6-[(\rinylcarbonyl)arnino]-Q^ 

[0264] Rf value: 0.46 (silica gel, methylene chloride/ 
methanol/concentrated aqueous ammonia solution- 
90:10:0.1) 

[0265] Mass spectrum (ESI): m/z-581, 583 [M-H] 
EXAMPLE 2 

[0266] 4-[(3-chloro-4-fluoro-phenyl)amino]-7-[3-{2,2- 

dimethyl-6-oxo-morpholin-4-yl)-propyloxy]-6-[(vinylcar- 

bonyl)amino]-quinazoline 

[0267] 0.47 ml of triethylamine are added to 101 mg of 
acrylic acid in 5 ml of tetrahydrofuran under a nitrogen 
atmosphere. This mixture is cooled to about -50° C. in a dry 
ice/acetone cooling bath and combined with 119 mg acrylic 
acid chloride in 3 ml of tetrahydrofuran, whereupon a 
colourless precipitate is formed The suspension is stirred for 
about another hour at this temperature. Then 240 mg 
6-amino^-^(3-chloro-4-fluoro-phenyl)amino]-7-[3-(2 T 2- 
dimemyl-6^xo-morphohn^yl)-propyloxy]-qumazoline in 
7 ml of tetrahydrofuran are added dropwise at -55° C. The 
reaction mixture is allowed to warm up slowly to -30° C. in 
the cooling bath. After about an hour the dry ice/acetone 
cooling bath is replaced by an ice/sodium chloride cooling 
bath. The reaction mixture is allowed to warm up to 0° C. 
therein. As soon as the reaction is complete, the reaction 
mixture is combined with water and methylene chloride and 
made alkaline with sodium hydroxide solution. The aqueous 
phase separated off is extracted again with methylene chlo- 
ride and a little methanol. The combined organic extracts are 
washed with water, dried and evaporated down. A yellow 
resin remains which is chromatographed through a silica gel 
column with methylene chloride/methanol (98:2) as eluant. 
The desired product is stirred with a little tert.butylmethyl 
ether, the fine crystalline precipitate is suction filtered, 
washed with tert.butylmethyl ether and dried at 50° C. in 
vacuo. 

[0268] Vield: 160 mg (60% of theory), 

[0269] Rf value: 0.42 (silica gel, methylene chloride/ 
methanol=95:5) 

[0270] Mass spectrum (ESI): m/z=526, 528 [M-H] 

[0271] The following compounds are obtained analo- 
gously to Example 2: 

[0272] (1) 4^(3^Uoro^fluoro-phenyl)amino]-7-[2-((S)- 
6-memyl-2^xo-morphohn-4-yl)-emoxy]-6^(vinylcarbony- 
l)arnino]-quinazoline 



[0273] Rf value: 032 (silica gel, methylene chloride/ 
methanol-95:5) 

[0274] Mass spectrum (ESI): mA^-498, 500 [M-H] 

[0275] (2) 4-[(3-chloro-4-fluoro-phenyl)amino>7-[4- 
(i^)-6^memyl-2^xo-morohoIm^yl)-butyl^xy]-6-[(vinyl- 
carbonyl)amino]-quinazoline 

[0276] Rf value: 030 (silica gel, methylene chloride/ 
methanol^ 95:5) 

[0277] Mass spectrum (EST): m/z=550, 552 [M+Na] 

[0278] (3) 4^(3^hloro-4-fluoro-phenyl)aminoH-[4-((S)- 

6-mcmyl-2-oxo-moipholm-4-yl)-butylK)xy]-6^(vinylcar- 

bonyl)amino]-quinazoline 

[0279] Mass spectrum (ESI): m/z=526, 528 [M-H] 

[0280] (4) 4^(3-cWoro-4-fluoro-phenyl)amino>7-[4-(2^- 
dimemyl^^xo-moroholm-4-yl)-butylK)xy]-6{(vinylcarbo- 
nyl)ammo]-quinazoline 

[0281] melting point: 110-112° C. 

[0282] Mass spectrum (ESI"): m/z=540, 542 [M-H]" 

EXAMPLE 3 

[0283] 4-[(3-chloro^t-fluorophenyl>mino]-6-{[4-<N^- 
memylammo)-l-oxo-2-buten-l-yl]amirx)}-7-cyclopropyl- 
methoxy-quinazoline 

[0284] To a solution of 640 mg 4-bromo-2-butenoic acid 
in 10 ml methylene chloride are added at ambient tempera- 
ture 0.67 ml oxalyl chloride and one drop of dimethyl 
formamide. The reaction mixture is stirred for roughly 
another half hour at ambient temperature until the develop- 
ment of gas has ended. The acid chloride formed is largely 
freed from solvent in vacuo using the rotary evaporator. 
Then the crude product is dissolved in 10 ml methylene 
chloride and while cooling with an ice bath added dropwise 
to a mixture of 1.00 g 6-amino-4-[(3-chloro-4-fluoropheny- 
l)ammo]-7-cydopropylmemoxy-quma2oline and 1.60 ml 
Hunig base in 50 ml of tetrahydrofuran. The reaction mix- 
ture is stirred for 1.5 hours in the ice bath and for a further 
2 hours at ambient temperature. Then 2.90 ml diethylamine 
are added and the mixture is stirred for 2.5 days at ambient 
temperature. For working up the reaction mixture is filtered 
and the filtrate is evaporated down. The flask residue is 
purified by chromatography over a silica gel column with 
ethyl acetate/methanol (19:1). 

[0285] Yield: 550 mg (40% of theory) 

[0286] Melting point: 114° C. 

[0287] Mass spectrum (ESI): m/z-498, 500 [M+H] 

[0288] The following compounds are obtained analo- 
gously to Example 3: 

[0289] (1) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-{[4- 

(morpholin-4-yl)-l-oxo-2-buten-l-yl]-ammo}-7-cyclopro- 

pylmethoxy-quinazoline 

[0290] Rf value: 0.53 (silica gel, ethyl acetate/metha- 
nol-9:l) 

[0291] Mass spectrum (ESI): m/z-510, 512 [M-H] 
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[0292] (2) 4-[(3^Moro-4-fluorophenyl)amtooJ-6-{[4- 
(N,N-dimetoyUniino)-l-oxo-2-buten-l -yl]amino }-7- 
cyclopropylmclhoxy-quinazoline 

[0293] Melting point: 137° C. 

[0294] Mass spectrum (ESI): m/z=470, 472 [M+H] 

[0295] (3) 4-[(R><l-pbenyl-ethyl)amino]-6-{[4-(morpho- 

lin4-yl)-l-oxo-2-buten-l-yl]amino}-7-cyclopropyl- 

metboxy-quinazoline 

[0296] value: 0.37 (silica gel, ethyl acetate/metha- 
nol=9:l) 

[0297] Mass spectrum (ESI): m/z-488 [M+H] 

[0298] (4) 4-[(R)-(l-phenyl-ethyl)arnino]-6-{[4-(morpho- 

lin^-yl)-l-oxo-2-buten-l-yl]-amino}-7-cyclopentyloxy- 

quinazoline 

[0299] Rf value: 0.35 (silica gel, ethyl acetate/metha- 
nol=9:l) 

[0300] Mass spectrum (ESI): m/z=502 [M+H] 

[0301] (5) 4-[(3-chloro^-fluorophenyl)amino>6-({4- 
[bis-(2-memoxyemyl)-aniino]-l-oxo-2-buten-l-yl}amino)- 
7-cyclopropylmethoxy-quinazoline 

[0302] Rf value: 0.51 (silica gel, ethyl acetate/metha- 
nol«9:l) 

[0303] Mass spectrum (ESI"): m/z-558, 560 [M+H]* 
EXAMPLE 4 

[0304] 4-[(3-methylphenyl)amino]-6-[(4-{N-[(ethoxycar- 
bonyl)methyl]-N-methylamino } -l-oxo-2-buten- 1- 
yl)amino]-7-methoxy-quinazoline 

[0305] To a solution of 842 mg 4-bromo-2-butenoic acid 
in 15 ml methylene chloride are added at ambient tempera- 
ture 0.86 ml oxalyl chloride and one drop of dimethylfor- 
m amide. The reaction mixture is stirred for about another 
hour at ambient temperature until the development of gas 
has ended. The acid chloride formed is largely freed from 
solvent in vacuo using the rotary evaporator. Then the crude 
product is taken up in 10 ml of methylene chloride and while 
cooling with an ice bath added dropwise within five minutes 
to a mixture of 1.0 g 6-amino-4-[(3-methylphenyl)amino]- 
7-methoxy-qmnazoline and 2.0 ml Hunig base in 50 ml of 
tetrahydrofuran. The reaction mixture is stirred for two 
hours while cooling with an ice bath and for a further two 
hours at ambient temperature. Then 6.7 ml Hunig base, 5.48 
g sarcosine ethyl ester hydrochloride and 3 ml of dimeth- 
ylfonnamide are added and the whole is stirred overnight at 
ambient temperature. For working up the reaction mixture is 
evaporated down in vacuo using the rotary evaporator and 
the flask residue is distributed between 75 ml ethyl acetate 
and 75 ml of water. The organic phase is washed with water 
and saturated sodium chloride solution, dried over magne- 
sium sulphate and evaporated down. The crude product is 
purified by chromatography over a silica gel column with 
methylene chloride/methanol (20: 1). 

[0306] Meld: 326 mg (20% of theory) 

[0307] Melting point: 122-124° C. 



[0309] The following compound is obtained analogously 
to Example 4: 

[0310] 4-((3-chloro-4-fluorophenyl)amino]-6-[(4-{N-[2- 
(emoxycarbonyl)^myl]-N^(emoxycarbonyl)methyl] 
ammo}-lK)xo-2-buten-l-yl)ammo]-7-cyclopropylmethoxy- 
quinazoline 

[0311] Rf value: 0.62 (aluminium oxide, cyclohexane/ 
ethyl acetate=l:l) 

[0312] Mass spectrum (EI): m/z=627, 629 [M] 
EXAMPLE 5 

[0313] 4-[(3-chloro-4-fluoro-phenyl)amino]-6-{[4-((R> 
2-methoxymethyl-6-oxo-morpholin-4-yl)-l-oxo-2-buten-l- 
y 1] amino } -7-cyclopropylmethoxy-quinazoline 

[0314] 950 mg of 4^(3K;hloro^fluoro-phenyl)amirjo]-6- 
[(4-{N-[(ethoxycarbonyl)methyl]-N-((R)-2-hydroxy-3- 
methoxy-propyl)-amino}-l-oxo-2-buten-l-yl)amino}-7-cy- 
clopropylmethoxy-quinazoline and 195 [A 
methanesulpbonic acid in 10 ml acetonitrile are refluxed for 
about four hours. For working up the reaction mixture is 
cooled in a bath of ice water, combined with 75 ml of ethyl 
acetate and 25 ml saturated sodium hydrogen carbonate 
solution and stirred vigorously for 10 minutes. The organic 
phase is separated off, washed with saturated sodium hydro- 
gen carbonate solution and saturated sodium chloride solu- 
tion and dried over magnesium sulphate. The solvent is 
distilled off in vacuo, leaving a brownish foam. 

[0315] Yield: 610 mg (69% of theory), 

[0316] Rf value: 0.55 (silica gel, methylene chloride/ 
methanol^ 0 : 1) 

[0317] Mass spectrum (ESI): m/z=570, 572 [M+H] 

[0318] The following compound is obtained analogously 
to Example 5: 

[0319] 4-[(3H;Moro^-fluoro-phenyl)amino]-6-{[4-((S>2- 

memoxymethyl-6-oxo-morpholin-4-yl)-l-oxo-2-buten-l- 

yl]amino}-7-cyclopropyImethoxy-quinazoline 

EXAMPLE 6 

[0320] 4-[(3-chloro-4-fluoro-phenyl)amino]-6-{[4-((S)-6- 
memyl-2-oxo-morpholin^+-yl)-l-oxo-2-buten-l-yl]amino}- 
7-cyclopropylmemoxy-quinazoline 

[0321] A mixture of 700 mg 4-[(3-chloro-4-fluoro-pheny- 
l)ammo]-6-[(4-{N-[(tert.butylK)xycarbonyl)methyl]-N-((S)- 
2-hydroxy-prop-l-yl)-anaino}-l-oxo-2-buten-l-yI)amino]- 
7^yclopropylmethoxy-quinazoline and 228 mg 
p-toluenesulphonic acid-hydrate in 20 ml acetonitrile is 
refluxed for five hours. Then another 200 mg p-toluenesul- 
phonic acid hydrate are added and again the mixture is 
refluxed for five hours. For working up the reaction mixture 
is evaporated to dryness. The flask residue is distributed 
between ethyl acetate and saturated sodium carbonate solu- 
tion. The organic phase is separated off, washed with satu- 
rated sodium carbonate solution, water and saturated sodium 
chloride solution, dried over magnesium sulphate and 
evaporated down. The oily residue is brought to crystalli- 
sation by stirring with 15 ml diethyl ether. 

[0322] Melting point: 173-175° C. 



[0308] Mass spectrum (ESI): m/z=464 [M+H] 



[0323] Mass spectrum (ESI): m/z=540, 542 [M+H] 
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[0324] The following compounds are obtained analo- 
gously to Example 6: 

[0325] (1) 4^(3^1oro^fluoro-phenyl)aniino]-6-{[4- 

((R>-6-meU3yl-2^xo-morpholin-4-yl)-l-oxo-2-buten-l-yl] 

amino}-7-cyclopropylmethoxy-quinazoline 

[0326] Rf value: 054 (silica gel, methylene chloride/ 
methanol" 0 : 1) 

[0327] Mass spectrum (ESI): m/z=540, 542 [M+H] 

[0328] (2) 4H;(3^1orc^fluoro-phenyl)amino>6.{[4- 
((R)-6-methyl-2-oxo-morphoIin-4-yl)-l-oxo-2-buten-l-yl] 
amino } -7^(SHtetrahydrofuran-3-yl^xy]^ukazoline 

[0329] (The reaction is carried out with methanesulphonic 
acid in acetonitrile) 

[0330] R f value: 038 (silica gel, methylene chloride/ 
metbanol«9: 1) 

[0331] Mass spectrum (ESI): m/z=556, 558 [M+H] 
EXAMPLE 7 

[0332] 4-[(3-bromo-phenyl)amino>6-[2-((S>6-methyl-2- 
oxo-morpholm^yI)^moxy]-7-memoxy-o^jinazoUne 

[0333] 90 fi\ of methanesulphonic acid are added to 380 
mg 4-[(3-bromo-phenyl)amino]-6-(2-{N-[(tert.butyloxycar- 
bonyl)memyl]-N^(S)-2-hydroxy-propyl)-anaino}-ethoxy)- 
7-methoxy-quinazoline in 8 ml acetonitrile. The reaction 
mixture is refluxed for about three hours, then another 
equivalent of methanesulphonic acid is added and refluxing 
is continued until the reaction is complete. For working up 
the reaction mixture is diluted with ethyl acetate and washed 
with saturated sodium hydrogen carbonate solution and 
saturated sodium chloride solution. The organic phase is 
dried over magnesium sulphate and evaporated down in 
vacuo. The flask residue is stirred with diethyl ether and 
suction filtered. The title compound is obtained as a white 
solid. 

[0334] Yield: 280 mg (85% of theory), 

[0335] Melting point: 190° C. 

[0336] Mass spectrum (ESI): m/z-485, 487 [M-H] 

[0337] The following compound is obtained analogously 
to Example 7: 

[0338] 4^(3^hloro^fluoro-phenyl)arnmo]-6-[2-((S>6- 

methyl-2-oxo-morpholin-4-yl)-ethoxy]-7-methoxy- 

quinazoline 

[0339] (The reaction is carried out with trifluoroacetic acid 
in acetonitrile) 

[0340] Melting point: 212-213° C 

[0341] Mass spectrum (ESI): m/z=461, 463 [M+H] 

EXAMPLE 8 

[0342] 4^(3-chloro^fluorophenyl)amiiK)>6^{4-^-(2- 
methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl} amino)-7-cyclopropylmethoxy-quinazoline 

[0343] 4.70 ml oxalyl chloride are added dropwise to a 
solution of 4.50 g bromocrotonic acid in 60 ml methylene 
chloride. Then one drop of N,N-dimethylfonnamide is 
added. After about 30 minutes the development of gas has 



ended and the reaction mixture is evaporated down in the 
rotary evaporator. The crude bromocrotonic acid chloride is 
taken up in 30 ml methylene chloride and while cooling with 
an ice bath added dropwise to a solution of 7.00 g 4-[(3- 
chloro-4-fluorophenyl)amino]-6-amino-7-cyclopropyl- 
methoxy-quinazoline and 10.20 ml Hunig base in 150 ml of 
tetrahydrofuran. The reaction mixture is stirred for about 1.5 
hours while cooling with an ice bath and for a further two 
hours at ambient temperature. 5.20 g of N-(2-methoxy- 
euyl)-N-methyl-amine are then added and the reaction 
mixture is stirred overnight al ambient temperature. For 
working up it is diluted with methylene chloride and washed 
thoroughly with water. The organic phase is dried over 
magnesium sulphate and evaporated down. The crude prod- 
uct is purified by chromatography over a silica gel column 
with ethyl acetate followed by ethyl acetate/methanol (19:1) 
as eluant. 

[0344] Yield: 5.07 g (51% of theory) 

[0345] Mass spectrum (ESI): m/z-512, 514 [M-H] 

[0346] Rf value: 0.25 (silica gel, ethyl acetate/faietha- 
nol-9:l) 

[0347] The following compounds are obtained analo- 
gously to Example 8: 

[0348] (1) ^K(3^chloro-4-fluorophenyl)amino>6-{[4-(N, 

N^limethylanuno)-l-oxo-2-buten-l-yl]-amino}-7-cyclo- 

pentyloxy-quinazoline 

[0349] Mass spectrum (ESI): m/z=482, 484 [M-H] 

[0350] Rf value: 0.11 (silica gel, ethyl acetate/metha- 
nol^:!) 

[0351] (2) 4-[(R)-(l-phenylHemyl)aimno]-6-{[4-(N,N-bis- 
(2-methoxy-emyl)-amino)-l-oxo-2-buten- l-yl]amino} -7- 
cyclopropylmethoxy-quinazoline 

[0352] Mass spectrum (ESI): m/z=532 [M-H] 

[0353] Rf value: 0.40 (silica gel, ethyl acetate/metha- 
nol-9:l) 

[0354] (3) 4-f(R)-(l-phenyUmyl)aniino>6^({4-[N-(2- 

memoxy-emyl)-N-ethyl-amino]-l-oxo-2-buten-l- 

yl}amino)-7-cyclopropylmethoxy-quinazoline 

[0355] Mass spectrum (ESI): m/z-502 [M-H] 

[0356] Rf value: 0.20 (silica gel, ethyl acetate/metha- 
nol=9:l) 

[0357] (4) 4-[(RHl-phenyl-ethyl)amino>6-({4-[N-(2- 

methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 

yl} amko)-7-cyclopropylmethoxy-quinazoline 

[0358] Mass spectrum (ESI): m/z 488 [M-H] 

[0359] Rf value: 0.25 (silica gel, ethyl acetate/metha- 
nol-9:l) 

[0360] (5) 4-[(RHl-phenyl-ethyl)amino]-6-({4-[N-(tet- 

rahydropyran-4-yl)-N-methyl-amino]-l-oxo-2-buten-l- 

yl}ammo)-7-cyclopropylmethoxy-quinazoline 

[0361] Mass spectrum (ESI): m/z=514 [M-H] 

[0362] Rf value: 0.15 (silica gel, ethyl acetate/metha- 
nol^:!) 
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[0363] (6) 4-[(3n:hloro-4-fluoropbenyl)amino>6-{[4-(N, 

N^methylamiiio)-l-oxo-2-buten-l-yl}-amino}-7-((R>tet- 

rahydrofuraa-3-yloxy)-quinazoline 

[0364] Mass spectrum (ESI): m/z-4S6, 488 [M+H] 

[0365] (7) 4^(3^hloro^fluorophenyI)amino]-6-{[4-(N, 

N^methylamino)«l-oxo-2-buteii-l-yl]-amino}-7-((S)-tet- 

rahydrofuran-3-yloxy)^umazoline 

[0366] Mass spectrum (ESI): m/z-486, 488 [M+H] 

[0367] Rf value: 0.45 (silica gel, methylene chloride/ 
methaool-5:l) 

[0368] (8) 4-[(3-chloro-*-fluorophenyl)ammo>6-({4-[N- 
(2-methoxy-etoyl)-N-meroyl-ammo]-l -oxo-2-buten- 1- 
yl } ammo)-7-cyclorttntyloxy^uinazoline 

[0369] Mass spectrum (ESI): m/z=528, 530 [M+H] 

[0370] Rf value: 0.25 (silica gel, ethyl acetate/metba- 
nol«9:l) 

[0371] (9) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N- 
cycIopropyl-N-methyl-amino)-l-oxo-2-buten-l -yl]amirjo} - 
7^yclopentyloxy-qumazoline 

[0372] Mass spectrum (ESI): m/z-508, 510 [M-H] 

[0373] Melting point: 140° C. 

[0374] (10) 4^(3^rjloro^fluorophenyl)amino]-6-{[4- 
(N,N-dimethylamino>- 1 -oxo-2-buten-l-yl]-amino}-7-[(R)- 
(tetrahydrofuran-2'yl)methoxy]-quinazoline 

[0375] Mass spectrum (ESI): m/z=500, 502 [M+H] 

[0376] Melting point: 110-112° C. 

[0377] (11) 4^(3-cUoro^fluoroprienyl>mino>6-{[4-(N, 
N-mmethylamino)-l-oxo-2-buten-l-yl]-amino}-7-[(SHtet- 
rahydrofuran-2-yl)methoxy]Kiumazoline 

[0378] Mass spectrum (ESI): m/z=500, 502 [M+H] 

[0379] Rf value: 0.23 (silica gel, ethyl acetate/methanol/ 
cone, aqueous ammonia«90: 10:0.1) 

[0380] Legend Relating to the Drawings 

[0381] FIG. 1 shows the inhibition of the smoke-induced 
accumulation of neutrophilic granulocytes. 

[0382] FIG. 2 shows the inhibition of the zymosan-in- 
duced influx of neutrophils in the mouse ear. 

Whal is claimed is: 

1. A method for treating a disease of the airways or lungs 
or the intestines associated with inflammation, which 
method comprises administering to a host in need of such 
treatment a therapeutically effective amount of a substance 
selected from the group consisting of: 



(a) quinazo lines of the formula 



(0 

R V R ' 




X denotes a nitrogen atom or a carbon atom substituted by 
a cyano group, 

R* denotes a hydrogen atom or a Cj^-alkyl group, 

R b denotes a phenyl, benzyl or 1-phenylethyl group, 
wherein the phenyl nucleus may be substituted in each 
case by the groups R 1 and R 2 , while 

R 1 and R 2 , which may be identical or different, in each 
case denote a hydrogen, fluorine, chlorine, bromine 
or iodine atom, 

a Cj^-alkyl, hydroxy, Cj_ 4 -alkoxy, G^-cycloalkyl, 
C^-cycloalkoxy, C^alkeny or C^-alkynyl 
group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a C^-alkenyloxy or C^-alkynyloxy group, while the 
multiple bond is isolated from the oxygen atom, 

a C^-alkylsulphenyl, C^-alkylsulphinyl, C^-alkyl- 
sulphonyl, C 1-4 -alkylsulphonyloxy, trifluoromethyl- 
sulphenyl, tiifluoromethylsulphinyl or trifluorom- 
ethylsulphonyl group, 

a methyl or methoxy group substituted by 1 to 3 
fluorine atoms, 

an ethyl or ethoxy group substituted by 1 to 5 fluorine 
atoms, 

a cyano or nitro group or an amino group optionally 
substituted by one or two C^-alkyl groups, while 
the substituents may be identical or different, 

A denotes an oxygen atom or an imino g roup optionally 
substituted by a C^-alkyl group, 

B denotes a bond, a carjjony^or sulphonyl group, 

C denotes a methylene, ethylene or e^hejiylene group, 

n denotes one of the numbers 0 or 1, 

D denotes an amino, C^-alkylamino, C^-cycloalky- 
lamino or di n(Cj^-alkyl)-amino or di^C^-cy- 
cloalkyl)-amino group wherein the alkyl and cycloalkyl 
moieties may be identical or different, 

a C^- alky lam ino group wherein the alkyl moiety is 
substituted in the (5, y or 8 position to the nitrogen atom 
of the amino group by the group R 3 , while 

R 3 denotes a hydroxy, C 1-4 -alkoxy, C^j-alkoxycarbonyl, 
amino, C^-alkylamino or di-(Ci^-alkyl)- amino 
group, 
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a 4- to 7-membered alkyleaeimino group optionally sub- 
stituted by one or two methyl groups or 

a 6- to 7-membered alkyleneimino group optionally sub- 
stituted by one or two methyl groups wherein in each 
case a methylene group in the 4 position is replaced by 
an oxygen or sulphur atom, by a sulphinyl, sulphonyl, 
imino or N — (C 1-4 -aDcyl)-imino group, 

an N — (C 1 _ 4 -alkyl) — N — (C^-alkyl^amino group 
wherein the alkyl moieties in the p, y or 6 position to 
the nitrogen atom of the amino group may optionally be 
substituted by the group R 3 , where R 3 is as hereinbefore 
defined, 

a di^C^-alkyty-amino group wherein the two -alkyl 
moieties in each case are substituted in the y or 6 
position to the nitrogen atom of the amino group by the 
group R 3 , while the substituents may be identical or 
different and R 3 is as hereinbefore defined, 

a Cj_ 7 -cycloalkylamino or C^T-cycloalkyl-C^-alky- 
lamino group, wherein in each case the nitrogen atom 
may be substituted by a further C^-alkyl group, an 
amino or C^-alkylamino group, wherein in each case 
the nitrogen atom is substituted by a tetrahydrofuran- 
3-yl, tetrahydropyran-3-yl, tetrahydropyran-4-yl, tet- 
rahydrofuranylmethyl, l-(tetrahydrofuran-3-yl)-piperi- 
din-4-yL, l-(tetrahydropyran-3-yl)-piperidin-4-yl, 
l-(tetrahydropyran-4-yI)-piperidin-4-yl, 3-pyrrolidi- 
nyl, 3-piperidinyl, 4-piperidinyl, 3-hexahydro-azepinyl 
or 4-hexahydro-azepinyl group optionally substituted 
by 1 to 3 Cj^-alkyl groups, 

a 4- to 7-membered alkyleneimino group optionally sub- 
stituted by 1 to 4 C 1 . 2 -alkyl groups which may be 
substituted by the group R 3 either at a cyclic carbon 
atom or at one of the alkyl groups, while R 3 is as 
hereinbefore defined, 

a piperidino group substituted by a tetrahydrofuranyl, 
tetrahydropyranyl or tetrahydrofuranylmethyl group, 

a 6- to 7-membered alkyleneimino group optionally sub- 
stituted by 1 or 2 C^-alkyl groups wherein in each 
case a methylene group in the 4 position is replaced by 
an oxygen or sulphur atom, by an imino group substi- 
tuted by the group R 4 , by a sulphinyl or sulphonyl 
group, while 

R 4 denotes a hydrogen atom, a C^-alkyl, 2-methoxy- 
ethyl, 3-methoxy-propyl, C^T-cycloalkyl, C^-cy- 
cloalkyl-C^-alkyl, tetrahydrofuran-3-yl, tetrahy- 
dropyran-3-yl, tetrahydropyran-4-yl, 
tetrahydrofuranylmethyl, formyl, C^-alkylcarbo- 
nyl, C^-alkylsulphonyl, aminocarbonyl, C^-alky- 
laminocarbonyl or di^C^-alkyl)- aminocarbonyl 
group, 

a morpholino or 2-oxo-morpholin-4-yl group which may 
be substituted by a methyl, ethyl or C^-alkoxymcthyl 
group, 

an imidazolyl group optionally substituted by 1 to 3 
methyl groups, 

a C 5 _ 7 -cycloalkyl group wherein a methylene group is 
replaced by an oxygen or sulphur atom, by an imino 
group substituted by the group R 4 , by a sulphinyl or 
sulphonyl group, while R 4 is as hereinbefore defined, 



a hydroxy or C lw4 -aIkoxy group, or also 

a hydrogen atom, if n is the number 0, and 

R c denotes a hydrogen atom, a C^-alkoxy-C^-alkoxy, 
C^-alkoxy, C^-cycloalkoxy or C^T-cycloalkyR^" 
aljrojc^group, wherein the cycloaDcyl moiety may be 
substituted in each case by a C,. 3 -alkyl, hydroxy, 
C^-alkoxy, amino, C 1-4 -alkylamino, di^C^-alkyl)- 
amino, pyrrolidino, piperidino, morpholino, piper- 
azino, N— (Cj^-alkyl^-piperazino, 

hydro xy-C^-alkyl, Cj^-alkoxy-Cj^-alkyl, amino-C^- 
alkyl, C^-alkylamino-C^-alkyl, di-(C 1-4 -alkyl)- 
amino-Q.j-alkyl, pyirolidino-Cj^-alkyl, piperidino- 
Q^-alkyl, morprjoliuo-C^-alkyl, piperazino-Cj.a- 
alkyl or N — (C^-alkyl^piperazmo-C^-alkyl group, 
while the abovementioned monosubstituted cycloalkyl 
moieties may additionally be substituted by a C x _ 3 - 
alkyl group, or 

a 3-pyrrolidinyloxy, 2-pyrrolidinyl-C 1 _ 4 -alkyloxy, 3-pyr- 
rolidinyl-C^-alkyloxy, 3-piperidinyloxy, 4-piperidi- 
nyloxy, 2-piperidinyl-C J _ 4 -alkyloxy, 3-piperidinyl-C!. 
4-alkyloxy, 4-piperiduiyl-C^-aIkyloxy, 3-hexahydro- 
azepinyloxy, 4-hexahydro-azepinyloxy, 2-hexahydro- 
azepinyl-C^-alkyloxy, 3-bexahydro-azepinyl-C 1 _ 4 - 
alkyloxy or 4-hexahydro-azepinyl-C^-alkyloxy 
group, wherein in each case the cyclic nitrogen atom is 
substituted by the group R 4 , where R 4 is as hereinbefore 
defined, 

a piperazino or homopiperazino group substituted in the 4 
position by an R^C^-alkyl, R 6 — CO, R 6 -C 1 ^-alky- 
lene-CO, (R 5 NR>C 1 _ 4 -alkylene-CO, R 7 0— C^- 
alkylene-CO, R 7 S— C^-alkylene-CO, R 7 SO — C^- 
alkylene-CO or R^Oz-C^-alkylene-CO group, 
wherein 

R 5 denotes a hydrogen atom or a C^-alkyl group, 

R 6 denotes a 2-oxo-tetrahydrofuranyl, 2-oxo- tetrahy- 
dropyranyl, 2-oxo-l,4-dioxanyl or 2-oxo-4-(C 1 ^ l - 
alkyl)-moipholinyl group optionally substituted by 
one or two C 3 _ 2 -alkyl groups and 

R 7 denotes a 2-oxo-tetrahydrofuran-3-yl, 2-oxo-tet- 
rahydrofuran-4-yl, 2-oxo-tetrahydropyran-3-yl, 
2-oxo-tetrahydropyran-4-yl or 2-oxo-tetrahydropy- 
ran-5-yl group optionally substituted by one or two 
Cj.j-alkyl groups, 

a morpholino-C^-alkoxy or 2-oxo-morpholm-4-yl-C 1 _ 6 - 
alkoxy group which may be substituted by 1 or 2 
methyl or ethyl groups, or 

a tetrahydrofuran-3-yloxy, tetrahydropyran-3-yloxy, tet- 
rahydiropyran-4-yloxy, tetrahydrofiiranylmethoxy or 
tetrahydropyranylmethoxy group, while 

by the aryl moieties mentioned in the definition of the 
abovementioned groups is meant a phenyl group, 
which may in each case be monosubstituted by R 8 , 
mono-, di- or trisubstituted by R 9 or monosubstituted 
by R 8 and additionally mono- or ctisubstituted by R 9 , 
while the substituents may be identical or different, 
wherein 

R 8 denotes a cyano, carboxy, C^-alkoxycarbonyl, 
aminocarbonyl, Cj^-alkyl-aminocarbonyl, di-(C 1-4 - 
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aJkyl)-aminocarboayl, C^-alkylsulphenyl, C lm4 - 
alkylsulphinyl, C^-alkylsurpnonyl, hydroxy, C 1-4 - 
alkylsulpbonyloxy, trifluoromelhyloxy, nitro, amino, 
C^-alkylamino, di^C^-alkylJ-amino, Cj^-aDcyl- 
carbonylamino, N— (Cj^-alkyl) — Cj^-alkylcarbo- 
oylamino, Cj^-alkylsulphonylamino, N-(C 1-4 - 
alkyty-C, ^-alkylsulphonylamino, aminosulpbonyl, 
Cj^-alkylaminosulphonyl or di-(C a ^-a!kyl)-amino- 
sulphooyl group or a carbonyl group which is sub- 
stituted by a 5- to 7-membered alkyleoeimino group, 
while in the abovementioned 6- to 7-membered 
alkyleoeimino groups in each case a methylene 
group in the 4 position may be replaced by an oxygen 
or sulphur atom, by a sulphinyl, sulphonyl, imino or 
N — (C^-alkyty-imino group, and 

R 9 denotes a fluorine, chlorine, bromine or iodine atom, 
a Cj^-alkyl, trifluoromethyl or C^-alkoxy group, 

(b) the compounds 

(1) 4-[(3-chloro-4-fluorophenyl)ammo]-6-[(4-dim- 
emylammoK:yclohexyl)ammo]-pyrimido[5,4-d]py- 
rimidine, 

(2) 4-[(R)-(l-phenylethyl)amino]-6-(4-hydroxyphe- 
nyl)-7H-pyrrolo[2,3-d]pyrimidine, and 

(3) 4- {[3-crdoro-4-(3-fluoro-4-benzyloxy)-phenyl] 
amino}-6-(5-{[(2-methanesulphonyl-ethyl)amino] 
methyl} -furan-2-yl)quinazoline, 

as well as tautomers and pharmaceutically acceptable 
salts of one of the foregoing substances, 

(c) the antibodies 

(1) Cetuximab C225, 

(2) Trastuzumab, ABX-EGF, and 

(3) Mab ICR-62, and 

/ 

(d) EGFR-antisense. 

*J 2. The method according to claim 1, wherein the sub- 
stance administered is selected from the group consisting of: 

(a) compounds of the formula I, wherein: 

X denotes a nitrogen atom or a carbon atom substituted 
by a cyano group, 

R a denotes a hydrogen atom or a C^-alkyl group, 

R b denotes a phenyl, benzyl or 1-phenylethyl group, 
wherein the phenyl nucleus may be substituted in 
each case by the groups R 1 and R 2 , while 

R 1 and R 2 , which may be identical or different, in 
each case denote a hydrogen, fluorine, chlorine or 
bromine atom, 

a C^-alkyl, hydroxy, C^-alkoxy, C^-cycloalkyl, 
C^-cycloalkoxy, C^-alkeny or C^ 5 -alkynyl 
group, 

a methyl, trifluoromethyl or methoxy group, 

A denotes an oxygen atom or an imino group optionally 
substituted by a C^-alkyl group, 



B denotes a bond or a carbonyl group, 

C denotes a methylene, ethylene or ethenylene group, 

n denotes one of the numbers 0 or 1, 

D denotes a di-^C^-alkyl)- amino group wherein the 
alkyl moieties may be identical or different, 

an N — (C^ -alkyl) — N — (C^-alkyty-amino group 
wherein the alkyl moieties in the p, y or 6 position to 
the nitrogen atom of the amino group may optionally 
be substituted by the group R 3 , while 

R 3 denotes a hydroxy, C^-alkoxy, C 1 . 3 -alkoxy car- 
bonyl, amino, C 1-4 -alkylamino or di^Q^-alkyl)- 
amino group, 

a pyrrolidino, piperidino or morpholino group, 

a di-(C^ 4 -alkyl}- amino group wherein the two C^- 
alkyl moieties are substituted in each case in the p, 
Y or 6 position to the nitrogen atom of the amino 
group by the group R 3 , while the substituents may be 
identical or different and R 3 is as hereinbefore 
defined, 

a C3_ 5 -cycloalkylamino or C 3 _5-cycloalkyl-C 1 . 3 -alky- 
1 amino group, wherein in each case the nitrogen 
atom is substituted by a further C^-alkyl group, 

a C 1 _ 4 -alkylamino group wherein the nitrogen atom is 
substituted by a tetrahydrofuran-3-yl, tetrahydropy- 
ran-3-yl, tetrahydropyran-4-yl, tetrahydrofuranylm- 
ethyl, l^tetrahydrofuian-3-yl)-piperidin-4-yl, l-(tet- 
rahydropyran-3-yl)-piperidin-4-yl or 
l-(tetrahydtopyran^yl)-piperidm-4-yl group, 

a 5- to 7-membered alkyleneimino group optionally 
substituted by 1 to 2 methyl groups which may be 
substituted by the group R 3 either at a cyclic carbon 
atom or at one of the methyl groups, while R 3 is as 
hereinbefore defined, 

a piperidino group substituted by a tetrahydrofuranyl, 
tetrahydropyranyl or tetrahydrofuranylmethyl group, 

a piperidino group optionally substituted by 1 or 2 
methyl groups wherein the methylene group in the 4 
position is replaced by an oxygen or sulphur atom, 
by an imino group substituted by the group R 4 , by a 
sulphinyl or sulphonyl group, while 

R 4 denotes a hydrogen atom, a C 1 . 3 -alkyl, 2-meth- 
oxy-ethyl, 3-methoxy -propyl, C^g-cycloalkyl, 
C 3 . ( s-cycloalkyl-C 1 . 3 -alkyl, tetrahydrofuran-3-yl, 
tetrahydropyran-3-yl, tetrahydropyran-4-yl, tet- 
rahydrofuranylmethyl, C^-alkylcarbonyl, C x _y 
alkylsulphonyl, aminocarbonyl, C^-alkylarni- 
nocarbonyl or di^Cj^-all^l^aminocarbonyl 
group, 

a morpholino or 2-oxo-morpholin-4-yl group which 
may be substituted by a methyl, ethyl or C^- 
alkoxymethyl group, 

a Cs^-cycloalkyl group wherein a methylene group is 
replaced by an oxygen or sulphur atom, by an imino 
group substituted by the group R 4 , by a sulphinyl or 
sulphonyl group, while R 4 is as hereinbefore defined, 

a hydroxy or C^-alkoxy group, or also 

a hydrogen atom, if n is the number 0, and 
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R c denotes a hydrogen atom, a C^-alkoxy-C^- 
alkoxy, C^-alkoxy, C^-cycloalkoxy or C^-cy- 
cloalkyl-C^-alkoxy group, wherein the cycloalkyl 
moiety may be substituted in each case by a Cj, 3 - 
alkyl or C^-alkoxy group, 

a 3-pyrrolidinyloxy, 2-pyrrolidinyl-C 1 _ 3 -alkyloxy, 
3-pyrrolidiny l-C^-alkyloxy, 3-piperidinyloxy, 4-pi- 
peridinyloxy, 2-piperidinyl-C 1 _ 3 -alkyloxy, 3-pip- 
eridinyl-C^-alkyloxy or 4-piperidinyl-C 1 _ 3 -alky- 
loxy group, wherein in each case the cyclic nitrogen 
atom is substituted by the group R 4 , where R 4 is as 
hereinbefore denned, 

a piperazino or homopiperazino group substituted in 
the 4 position by an R 6 — C, .4- alkyl, R 6 ^C0 or 
R 6 — Cj^-alkylene-CO group, wherein 

R 6 denotes a 2-oxo-tetrahydrofuranyl, 2-oxo-tetrahy- 
dropyranyl, 2-oxo-l,4-<lioxanyl or 2-oxo-4 — (Cj. 
4-alkyl)-morpbolinyl group optionally substituted 
by one or two C^-alkyl groups, 

a morpholino-C^-alkoxy or 2-oxo-morpholin-4-yl- 
G^-alkoxy group which may be substituted by 1 or 
2 methyl or ethyl groups, or 

a tetrahydrofurao-3-yloxy, tetrabydropyran-3-yIoxy, 
tetrahydropyran-4-yloxy, tetrahydrofiiranylmethoxy 
or tetrahydropyranylmethoxy group, 

(b) the compounds 

(1) 4^(3n:hloro^fluorophenyl)animo]^^(4-dim- 
emylanimo^yclohexyl)ammo]-pyrimido[5,4-d]py- 
rimidine, 

(2) 4{(R)<l-phenylethyl)amino]-6-(4-hydroxyphe- 
nyl)-7H-pyrrolo[2,3-d]pyrimidine, 

(3) 4-{[3-chloro-4-(3-fluoro-4-benzyloxy)-phenyl] 
amino}i^5-{[(2-memanesulphonyl^myl)an3ino] 
meroyl}-furari-2-yl)quinazoline or 

as well as tautomers and pharmaceutical^ acceptable 
salts of one of the foregoing substances, 

(c) the antibodies 

(1) Cetuximab C225, Trastuzumab, 

(2) ABX-EGF, and 

j (3) Mab ICR-62, and 
/(d) EGFR-antisense. 

' 3. The method according to claim 1, wherein the sub- 
stance administered is selected from the group consisting of: 

(a) compounds of the formula I, wherein: 

X denotes a nitrogen atom or a carbon atom substituted 
by a cyano group, 

R* denotes a hydrogen atom, 

R b denotes a phenyl or 1-phenylethyl group, wherein 
the phenyl nucleus in each case is substituted by the 
groups R 1 and R 2 , while 

R 1 and R 2 , which may be identical or different, in 
each case denote a hydrogen, fluorine, chlorine or 
bromine atom, 

a C^-alkyl, C^-alkenyl or C^ 5 -alkynyl group, 



A denotes an oxygen atom or an imino group, 

B denotes a bond or a carbonyl group, 

C denotes a methylene, ethylene or ethenylene group, 

n denotes one of the numbers 0 or 1, 

D denotes a di^C a ^-aIkyi)-amino group wherein the 
alkyl moieties may be identical or different, 

a methyl amino or ethylamino group, wherein in each 
case the nitrogen atom is substituted by a 2-meth- 
oxyethyl, tetrahydrofuran-3-yl, tetrahydropyran-4- 
yl, tetraiiyd^furaiJ-2-ylmethyl, cyclopropyl or 
cyclopropylmethyl group, 

an N — (0,^-alkyl) — N — (C^-alkyl)-amino group 
wherein the alkyl moieties in the p, y or 5 position to 
the nitrogen atom of the amino group may optionally 
be substituted by the group R 3 , while 

R 3 denotes a C,_ 3 -alkoxy or C 10 -alkoxycarbonyl 
group, 

a bis-{2-methoxyethyl)-araino group, 

a morpholino or 2-oxo-morpholin-4-yl group option- 
ally substituted by a methyl or methoxymethyl 
group, 

a hydroxy or C^-alkoxy group, or also 

a hydrogen atom, if n is the number 0, and 

R° denotes a hydrogen atom, a C^.-alkoxy-C^- 
alkoxy, C^-alkoxy, C^-cycloalkoxy or C^-cy- 
cloalkyl-Cj^-alkoxy group, wherein the cycloalkyl 
moiety may be substituted in each case by a C U3 - 
alkyl or Cj_ 3 -alkoxy group, 

a 3-pyrrolidinyloxy, 2-pyrrolidinyl-C 1 _3-alkyloxy, 
3-pyrrolidinyl-C 1 . 3 -alkyloxy, 3-piperidinyloxy, 4-pi- 
peridinyloxy, 2-piperidinyl-C 1 _ 3 -alkyloxy, 3-pip- 
eridinyl-C^-alkyloxy or 4-pirxridinyl-C 1 . 3 -alky- 
loxy group, wherein in each case the cyclic nitrogen 
atom is substituted by the group R 4 , where R 4 is as 
hereinbefore defined, 

a piperazino or homopiperazino group substituted in 
the 4 position by an R 6 — C^-alkyl, R 6 — CO or 
R 6 — Cj ^-alky lene-CO group, wherein 

R e denotes a 2-oxo-tetrahydrofuranyl, 2-oxo-tetrahy- 
dropyranyl, 2-oxo-l ,4-dioxanyl or 2-oxo-4-(C 1 _ 4 - 
alkyl)-morpholinyl group optionally substituted 
by one or two C^-alkyl groups, 

a morpholino- C^-alkoxy or 2-oxo-morpholin-4-yl- 
C 1-6 -alkoxy group which may be substituted by 1 or 
2 methyl or ethyl groups, or 

a tetrahydrofuran-3-yloxy, tetrahydropyran-3-yloxy, 
tetrahydropyran-4-yloxy, tetrahydrofiiranylmethoxy 
or tetrahydropyranylmethoxy group, 

(b) the compounds 

(1) 4-[(3-chloro-4-fluorophenyI)amino]-6-[(4-dim- 
emylammo-cyclohexyl)ammo]-pyrimido[5,4-d]py- 
rimidine, 

(2) 4-[(R)^l-phenylemyl)amino]-6-(4-hydroxyphe- 
nyl)-7H-pyrrolo[23^]pyrimidine, and 
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(3) 4- {[3-chloro-4-(3-fluoro-4-benzyloxy)-pbeDyl] 
amino} -6-(5-{[(2-methaiiesulphonyl-clhyl)amino] 
methyl }-furan-2-yl)quinazoline, 

as well as tautomers and pharmaceutically acceptable 
salts of one of the foregoing substances, 

(c) the antibodies 

(1) Cetuximab C225, 

(2) Trastuzumab, ABX-EGF, and 

(3) Mab ICR-62 

(d) EGFR-antisense. 

4. The method according to claim 1, wherein the sub- 
stance administered is selected from the group consisting of: 

(1) 4^(3K:hloro^-fluoro-phenyl)amino]-7-(2-{4-[(SH2- 
oxo-tetrahydroftiran-5-yl)-cartx)nyl]-piperazin-l-yl}- 
emoxy)-6^(vmylcarbonyl)animo]Kiuirjazoline, 

(2) 4-[(3-chlon>-4-fluoro-pbenyI)amino>7-[2-((S)-6-me- 
myl-2-oxo-morpholm-4-yl)-emoxy]-6^(vinylcarbony- 
l)amino]-quinazoline, 

(3) 4-[(3-chloro-4-fluoro-phenyl)amino]-7-[4-((R)-6-me- 
myl-2-oxo-morpholin-4-yl)-butyloxy]-6-[(vinylcarbo- 
nyl)amino]-quinazoline, 

(4) 4-[(3^hloro^fluoro-phenyl)arnino]-7-[4-((S)-6-me- 
myl-2-oxo-morpholm-4-yl>biUyloxy]-6-[(vmylcarbo- 
nyl)amino]-quinazoline, 

(5) 4-[(3^hloro^mioro-phenyl)amino]-7-[4^2^-dim- 
emyl-6K>xo-morpholin^-yl)-butyloxy]-6-[(vinylcar- 
boDyl)amino]-quinazoline 

(6) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(morpho- 
lin-4-yl)-l -oxo-2-buten-l-yl]-amino} -7-cyclopropyl- 
methoxy-quinazoline, 

(7) 4-[(3-chloro-4-mxorophenyl)amko]-6-{[4-(N^-di- 
emylammo^l^xo^-buten-l-yljaminoy^-cyclopro- 
pylmethoxy-quinazoline, 

(8) 4^(3n:hloro-4-fiiiorophenyl)ammo>6-{[4^^-dim- 
e thyl amino)- 1 -oxo-2-bu tea- 1-y l]amino } -7-cy clopro- 
pylmethoxy-quinazoline, 

(9) 4H;(3^oro-4-fluorophenyl)amino]-6-[(4-{N-[2- 
(emoxycarbonyl)-emyl]-N^(emoxycarboDyl)methyl] 
ammo}-lH>xo-2-buten-l-yl)amiDo]-7-cyclopropyl- 
methoxy-quinazoline, 

(10) 4{(RHl-phenyl-emyl)amino>6-{[4-(morpholin-4- 
yl)-l-oxo-2-buten-l-yl]amino } -7-cyclopropyl- 
methoxy-quinazoline, 

(11) 4-{(R)-(l-pheDyl-ethyl)amino] -6-{[4-(morpholin-4- 
yl)-l<)xo-2-buten-l-yl]aniino}-7-cyclopentyloxy- 
quinazoline, 

(12) 4-[(3-cWoro^fluoro-phenyl)amino>6-{[4-<(R)-6- 
memyl-2-oxo-momholm-l-oxo-2-buten-l-yl]arnino}- 
7-cyclopropylmemoxy-quinazoline, 

(13) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-({4-[bis-(2- 
methoxyethyl)-amino]-l-oxo-2-buten-l-yl}amino)-7- 
cyclopropylmethoxy-quinazohne 



J 



(14) 4^(3-chloro-4-fluon>-pheDyl)amino>6-{[4-((R)-6- 
methyl-2-oxo-morpholin-4-yl)-l-oxo-2-buten-l-yl] 
ammo}-7-[(SHtetrahydrofuran-3-yl)oxy]-quinazoline, 

(15) 44(3-chloro^fluoro-phenyl)amino]-6-{[4-((R)-2- 
methoxymethyl-6-oxo-morpholin-4-yl)-l-oxo-2- 
buten-l-yI]amino}-7-cyclopropylmethoxy-quinazo- 
line, 

(16) 4-[(3-chloro-4-fluoro-phenyl)amino>6-[2-((S)-6- 
methyl-2-oxo-morpholin-4-yl)-ethoxy]-7-methoxy- 
quinazolinc, 

(17) 4-[(3-chloro-4-fluorophenyl)amino>6-({4-[N-(2- 
methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl}amino)-7-cyclopropyImethoxy-quinazDlirje, 

(18) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N,N- 
dimethylamino)-l -oxo-2-buten-l-yl]amino} -7-cyclo- 
pentyloxy-quinazoline, 

(19) 4^(3-chloro-4-fluoro-phenyl)amino]-6-{[4-((S)-2- 
methoxymethyl-6-oxo-morpholiD-4-yl)-l-oxo-2- 
buten-l-yl]amino}-7-cyclopropylmethoxy-quinazo- 
line, 

(20) 4-[(RHl-phenyl-ethyl)ammo]-6-{[4^N^-bis-{2- 
methoxy-ethyl)-amino)-l-oxo-2-buten-l-yl]amino}-7- 
cyclopropylmetboxy-quinazoline, 

(21) 4-[(R)-(l-phenyl-ethyl)amino}-6-({4^N-(2-meth- 
oxy-emyl)-N-ethyl-amino]-l-oxo-2-buten-l- 
yl}amino)-7-cyclopropylmethoxy-quinazoline, 

(22) 4-[(R)-(l-phenyl-ethyl)amino>6-({4-[N-(2-meth- 
oxy-emyl)-N-memyl-amino]-l-oxo-2-buten-l- 
yl}amino)-7-cyclopropylmethoxy-quinazoline, 

(23) 4-[(R)-(l-pbenyI-ethyl)amino>6-({4-[N-(tetrahy- 
dropyran-4-yl)-N-methyl-amiDo]-l -oxo-2-buten-l - 
yl}amino)-7-cyclopropylmethoxy-quinazoline, 

(24) 4-{(3-<^oro-4-nuorophenyl)aiiiino]-6-{[4-(N,N- 
dimethylam ino)-l -oxo-2-buten-l -yljamino} -7-((R)- 
teU"ahydrofuran-3-yloxy)-quinazoline, 

(25) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N,N- 
diraethyl amino)-! -oxo-2-buten-l -yljamino} -7-((S)- 
tetrahydrofuran-3-yloxy)-quinazoline, 

(26) 4^(3-chbro-4-fluorophenyl)amino>6-({4-[N-(2- 
methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl} amino)-7-cyclopentyloxy-quinazoline, 

(27) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N-cyclo- 
propyl-N-methyl-amino)-l-oxo-2-buten-l-yl]amino}- 
7-cyclopeotyloxy-quinazoline, 

(28) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N,N- 
dUmethylamino)-l-oxo-2-buten-l-yl]amino}-7-[(R)- 
(tetrahydrofuran-2-yl)memoxy]-quinazoline, 

(29) 44(3-chloro-^fluorophenyl)amino]-6-{[4-(N^- 
d^memylammo)-lK)xo-2-buten-l-yl]amino}-7-[(S)- 
(tetrahydroforan-2-yl)memoxy]-quinazoline, 

(30) 4-[(3-chloro-4-fluorophenyl)arnino]-6-{3-(morpho- 
Uo-4-yl)-propyloxy]-7-mcwoxy-quina2oline, 

(31) 4-[(3-ethynyl-phenyl)amino]-6,7-bis-(2-methoxy- 
ethoxy)-quinazoline, 
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(32) 4-[(3-cbIoro-4-fluorophenyl)am ino]-7-[3-{niorpho- 
lin-^yl)-propyloxy}-6-[(vinyl-caibonyl)amino]- 
quinazoline, 

(33) 4- {[3-chloro-4-(3-fluoro-benzy lo5cy)-pbeoyl] 
amino} -6-(5- {[(2-methanesu lphonyl-ethyI)amino]me- 
thyl} -fiiran-2-yl)quinazoline, 

(34) 4^(3^hloro^fluoro-phenyl)amino]-6-((4-dimcthy- 
lan^o-cyclohexyl)ammo]-pyrimido[5,^ 

dine, 

(35) 4^(RHl-phenyl^myl)amino>6-(4-bydroxy-phe- 
nyl)-7H-pynolo[2,3-d]pyrimidine, 

(36) 3-cyano-4-[(3-chloro-4-fluorophenyl)amino]-6-{[4- 
(N,N-dimeroykmino)-l-oxo-2-buten-l -yl]amino} -7- 
elhoxy-quinoline, 

as well as the pharmaceutical^ acceptable salts of the 
foregoing, 

(37) Cetuximab, 

(38) Trastuzumab, 

(39) antibody ABX-EGF, 

(40) Mab ICR-62, and 

(41) EGFR-antisense. 

5. The method according to claim 1, wherein the sub- 
stance administered is selected from the group consisting of: 

(1) 4-[(3-chloro^-fiuoro-phenyl)amino]-7-(2-{4-[(SK2- 
oxo-tetrahyd^oftiran-5-yl)-carbonyl]-piperazin-l-yl}- 
emoxy)-6^(vmylcarbonyl)ammo]-qumazobiie, 

(2) 4-[(3-chloro-4-fluoro-phenyl)amino]-7-{2-((S)-6-me- 
myl-2-oxo-morphoUn-4-yl)^thoxy]-6-[(vinylcarbony- 
l)amino]-quinazoline, 

(3) 4-[(3-chloro-4-fluoro-phenyl)amino]-7-[4^(R)-6-me- 
myl-2K)xo-morphohu^yl)-butyloxy]-6{(vinylcarbo- 
nyl)amino]-quinazoline, 

(4) 4^(3^1oro-4-fluoro-phenyl)amino>7-[4-((S)-6-me- 
myl-2^xo-morphoun-4-yl)-butyloxy]-6^(vmylcarbo- 
nyl)amino]-quinazoline, 

(5) 4^(3n;Uoro^-fluoro-phenyl)ammo]-7^4^2^Klim- 
emyl^^xcKmorpholm^yl)^tyloxy]-6-[(vinylcar- 
bonyl)amino]-quinazoline, 

(6) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(morpho- 
lin-4-yl)-l-oxo-2-buten-l-yl]-amino}-7-cycbpropyl- 
methoxy-quinazoline, 

(7) 4^(3n;hloro^-uuorophenyl)amino>6-{[4-(N^I-di- 
ethylamino)-l-oxo-2-butea-l-yl]amino}-7-cyclopro- 
pylmethoxy-quinazoline, 

(8) 4^(3<Woro^fluorophenyl)ammo]-6^{[4^^Klim- 
eroylamino)-l-oxo-2-buten- l-yl]amino } -7-cyclopro- 
pylmethoxy-quinazoline, 

(9) 4-[(3-chloro-4-fluorophenyl)amino]-6-{(4-{N-[2- 
(emoxycart)onyl)^myl]-N^(emoxycarbonyl)methyl] 
amino}- 1 -oxo-2-buten-l -yl)amino]-7-cyclopropyl- 
methoxy-quinazoline, 

(10) 4^(R)^l-phenyl-ethyl)amino>6-{[4-(morpholin-4- 
yI)-l-oxc^2-buten-l-yl]amino}-7-cyclopropyl- 
methoxy-quinazoline, 



(11) 4-£(R>(l-pDenyI-ethyl)amino]-6-{[4-(morpholin-4- 
yiyi -oxo-2rbuten-l -yljamino } -7-cycIopentyloxy- 
quinazoline, 

(12) 4-[(3-chloro^fluoro-phenyl)aniino]-6-{[4-((R)-6- 
methyl-2-oxo-morpholin-4-yl)-l-oxo-2-buten-l-yl] 
amino}-7-cyclopropylmetboxy-quinazoline, 

(13) 4-[(3-chloro-4-fluoro-phenyl)amino]-6-({4-[bis-(2- 
mcthoxyethy l)-amino}- l-oxo-2-buten-l-yl }amino)-7- 
cyclopropylmetboxy-quinazoline, 

(14) 4-[(3-diloro-4-fluoro-pbenyi)amino]-6-{[4-((R)-6- 
methyl-2-oxo-morpholin-4-yl)-l-oxo-2-buten-l-yl] 
ammo}-7-[(S)-(tetrahydrofuraii^ 

(15) 4-[(3-cWoro-4-fluoro-pbenyl)amino]-6-{[4-((R)-2- 
memoxymethyl-6-oxo-morpholin-4-yl)-l-oxo-2- 
buten-1 -yl]amino }-7-cyclopropylmethoxy-quinazo- 
line, 

(16) 4-[(3-chloro-4-fluoro-phenyl)amino>6-[2-((S)-6- 
methyl-2-oxo-morpholin-4-yl)-ethoxy]-7-methoxy- 
quinazoline, 

(17) 4-[(3-chloro-4-fluorophenyl)amino>6-({4-[N-(2- 
methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl} am ino)-7-cyclopropylniethoxy -quinazoline, 

fig) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N,N- 
dimethylamino)-l-oxo-2-buten-l-yl]amino}-7-cyclo- 
pentyloxy-quinazoline, 

(19) 4-[(3-chloro-4-fluoro-phenyl)amino>6-{[4-((S)-2- 
methoxymethyl-6-oxo-morpholin-4-yl)-l-oxo-2- 
buten-l-yl]amino}-7-cyclopropylmethoxy-quinazo- 
line, 

(20) 4H;(RHl-phenyl-ethyl)amino>6-{[4-(N^-bis-(2- 
memoxy-emyl)-amino)-l-oxo-2-buten-l-yl]amino}-7- 
cyclopropylmethoxy-quinazoline, 

(21) 4-[(R)-(l-phenyl-ethyl)amino>6-({4-[N-(2-meth- 
oxy -e thy l)-N-ethyl- amino]- l-oxo-2-buten-l - 

yl} ammo)-7^clopropylmemoxy-quinazoline, 

(22) 4-[(RHl-phenyl-ethyl)amino]-6-({4-[N-(2-meth- 
oxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 

yl} am mo)-7-cyclopropylraemoxy -quinazoline, 

(23) 4-[(RHl-phenyl-ethyl)amino>6-({4-[N-(tetrahy- 
dropyran-4-yl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl} ammo)-7-cyciopropylmemoxy-quinazoline, 

(24) 4-t(3-chloro-4-fluorophenyl)ainino]-6-{[4-(N^- 
dimethylamino)-l-oxo-2-buten-l-yl]amino}-7-((R)- 
tetrahyoVofuran-3-yloxy)-quinazoline, 

(25) 4-[(3-chloro-4-fluorophenyl)amino]-6-{[4-(N^(- 
dimethylamino)-! -oxo-2-buten- l-yl]amino }-7-((S)- 
tetrahydrofuran-3-yloxy)-quinazoline, 

(26) 4^(3-<*loro-4-fluorophenyl)amino>6-({4-[N-(2- 
methoxy-ethyl)-N-methyl-amino]-l-oxo-2-buten-l- 
yl} ammo)-7-cyclopentyloxy-quinazoline, 

(27) 4-[(3-cbloro-4-fluorophenyl)amino]-6-{[4-(N-cyclo- 
propyI-N-methyl-amino)-l-oxo-2-buten-l-yl]amino}- 
7-cyclopentyloxy-quinazoline, 

(28) 4-[(3-dJoro-4-fluorophenyl)amino]-6-{[4-(N,N- 
dimethylamino)-l-oxo-2-buten-l-yl]amino}-7-[(R)- 
(tetrahydro fur an-2-yl)memoxy]-quinazo line, 
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(29) 4-[(3-chlon>4-fluoropheayl)amino>6-{[4-(N^- 
dimethylamino)- 1 -oxo-2-bulen-l-yl]amino}-7-[(S)- 
(tetrahydrofuran-2-yl)melhoxy]-quinazoline, 

(30) 4-[(3-chlora-4-fluorophenyl)amino]-6-[3-(morpho- 
lin-4-yl)-propyloxy]-7-melhoxy-quinazoline and the 
compound, and 

(30) 4-[(3<hloro-4-fluoro-phenyl)amino]^^^ 
lammo^yclohexyl)amino}-pyrin^ 

and the pharmaceutically acceptable salts thereof. 
6. The method according to claim 1, wherein the sub- 
stance administered is selected from the group consisting of: 

(1) 4-[(3-chloro-4~fluoro-phenyl)amino]-7-[4<(R)-6-me- 
thyl-2-oxo-morpholin-4yl)-butyloxy]-6-[(vinylcarbo- 
nyl)amino]-quinazoline, 

(2) 4-[(3-diloro^fluoro-phenyl>inino]-7-[4-((S)-6-me- 
myl-2<>xo-moiphoUn-4-yl)-butyloxy]-6-[(vinylcarbo- 
nyl)amino]-quinazoline, 

(3) 4^(3Hchloro^fluoro-phenyl)amino].7-(2-{4-[(SH2- 
oxo-tetrahydroruran-5-yl)H:arbonyl]-piperazin-l-yl}- 
emoxy)-6-[(vmylcarbx)nyl)an^o]-quina2oline, 



(4) 4-[(3-chloro-4-fluoro-phenyl)amino}-7-[2-((S)-6-me- 
myl-2-oxo-morpholm-4-yl)^thoxy>6^(vmylcarbony- 
l)amino]<quinazoline, 

(5) 4-[(3-chloro-4-fluorophenyl)amino>6"{(4- {N-{2. 
(emoxycarbonyl)^%l]-N^(ethoxycarbonyl)methyl] 
amino} -l-oxo-2-buten-l -yl)amino]-7-cyclopropyl- 

m ctboxy-quinazoline, 

(6) ^(RHl-pbeny^thyl^^o^^lW™ 0 ™^ 1 ! 11 ^- 
y\y l-oxo-2-buten-l-yl]} -7-cyclopropylmethoxy- 
quinazoline, and 

(7) 4-[(3-chlorc^fluorophenyl)an^o]-6-[3-(morpholin- 
4-yl)-propyloxy]-7-methoxy-quinazolin€ 

and the pharmaceutically acceptable salts thereof. 

7. The method of claim 1, 3, 4, 5 or 6 wherein the 
condition to be treated is COPD, chronic sinusitis, asthma, 
cystic fibrosis, Crohn's disease, ulcerative colitis or poly- 
posis of the intestines. 

8. The method of claim 1, 3, 4, 5 or 6 wherein the 
condition to be treated is COPD, asthma or cystic fibrosis. 

***** 



